Federal Rogxster / Vol.

62, No. 220/ Friday,Novenll_:e_r 14, 1997 / Propos'ed Rules

- 61041

' RBduction Act of 1995 (44 U.S.C. 3501
et seq)

h LlstofSub;ectsinQCFRPaﬂM

- Anirnal diseases, Imports, Livestock,
Meat and meat products, Milk, Poultry
and poultry prodicts, Reporting end
recordkeeping requirements. -

Accordingly, 9 CFR part 94 would be
amended as follows :

PART 94—-RINDERPEST, FOOT-AND-
MOUTH DISEASE, FOWL PEST (FOWL
PLAGUE), EXOTIC NEWCASTLE -
DISEASE, AFRICAN SWINE FEVER,
-HO@ CHOLERA, AND BOVINE.
SPONGIFORM ENCEPHALOPATHY:
PROWBITED AND RESTRICTED :
IMPORTATIONS. .. - ..

-1. The: authority mtanon for part 94
‘would continue to read as follows:_

Auﬂmrlty: 7U.S.C. 147a, 150e9, 161, 162
and 450; 18.U.8. .C.1306; 21 U.S.G: 111, 114a,
134a, 134b 134c, 134f. 136, and 136a; 31 .
U.S.C. 9701, 42 U.S. C. 4331 and 4332 7.CFR
222, -2.80, and 371. ztd)

2. Secﬁon 941 w0uld be amended as
lows: ~ -
a.In ph (a)(l), the words "or
(a)(3)* would. be added immediately
- after thé words-*‘paragraph (a)(2)".
'b. In pafagraph (a)(2), the word -
"Luxembourg 'would be‘added
. immediately after the woid “Japan,”
and the word “Portugal,” would be
added framediately aﬁer the word
"Pola.nd,", - )
CA n,ew paragra h’ (a)(3 would be
" added to read as se? forth below.  °
d. In the introductery text of
paragraph (c), the wor:{s “paragraph (a)
of”’ would be removed and the words,
"paragraph (a)(z) of' ' would be added in
their- plac .
§oat’ Rogrons where rindorpost or foot-

. and-mouth dlseaso oxlsts, Importauons
prohlbltod .

(a) .- x ok . ’

(3) T'he fol]owmg regions are declared
todye free of rmderpest Graece S

* ~ . * Q.
'§94.3 [Amendod}

3. Section 94.3 would. be amended by
adding the words “where rinderpest or
foot-and-mouth disease exists, as”
tmmediately before the word
“‘designated”.

§944 [Amended] ’

4.In 5,&4 4(a), the mtroductory textof

the p ph would be amended by "
adding the words.“where rinderpest or
foot-and-mouth diséase exists, as”
immediatel before the word
“designat

" the word “Lux
after the word *“Japan,’; by adding the

§94.6 [Amended]

'5.In §94.6, paragraph (a)(z) would be
amended by adding the words “Fl'anoe,

* Greece,” immediatgly after the word -

“Finland,”; by adding the word -
“Luxembourg,
word "lceland,’ ; and by adding the

word "‘Spain,” immediately after’ tha .
words “Republic of freland,”. -~ "

§94.8 ‘[Amended]
6.In §94.8, theintroductorytextof

- the section would be amended by .

removing the words “Malta,and -
Portugal” and adding in their place the
words “and Malta”. .

594.1 1 [Amended]

7.In §94.11, pamgmph(a). theﬁrst .
sentence would be amended by adding
 immediately

word “Portugal,” immediately after the
word “Poland,’; and by removing the
reference **§ 941" and adding the -
reference “§ 94 1(a)(2)” in lts place

§94.12 [Amended]. :

8. In § 94.12, paragraph (a) would be
amended by adding the word
“Belgium,” immediately after the w0rds
“The Bahamas,”; by addirig the word '
“France,” immediately dfter the word
“Finland,"”; and by adding the word
“Portugal,” immedmtely after the word
“Panama,”. * L

§94.13 [Amended] '
9.In §94.13, the mtroductory text of

“the section would be amended by
-adding the word “Belgium,”

immediately after the words: “The
Bahamas,"”; by adding the word
“France,” immediately after the word
“Denmark,”’; and by adding the word
“Portugal,” immedlately after tho words
“Northc... Trelcod,”.

Done in Washington, DC, this 12th day of
November 1997.

Terry L. Medley,

Administrator, Animal and PlantHeaIth )
' Reglster -

Inspection Service.
[FR Doc. 97~30105 Filed 1‘1—13—97, 8:45 am]
BILLING CODE 3410-34-P
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Acnou. Notxce of proposed rulemaklng.

suwunv ThoFoodandDrug

" Adminjstration (FDA) is issuinga notica"' -

of proposed nilemaking thét would = -

establish alcohol warnings for:all owr- -

tho-counter (OTC) drug prodicts ’
internal andgeaicl

active ingredients labeled for; aduf

The proposed warning staterents-

advise consumers who have & histor of

heavy alcohol use or abuse to consuit-a:-

OTC internal analgesic/antipyretic drug
?roducts. ‘A waning would be required

or.all OTC internal analgesic/ -
antipyretic drug‘gl;oducts matksted-
under an OTC monograph oran - -
approved new drug application (NDA).
FDA is issuing this notice of proposed.

" rulemaking after considering the repons ‘

and recommendations of its .
Nonprescription Drugs Advisory
Committee (NDAC) and Arthritis

- Advisory Comiiittee (ADAC), public

comments on the propesed rule for OTG

internal analgesic, antipyretic, and
antirheumatic drug p cts nnd other
available information. - : -

DATES: Written comments by )anuary 28,
1998.-Written comments on the agency’s
economic impact determination by
January 28, 1998. The agency.is '
proposing that any final rule based on
this (Blroposal be effective 6 months after
te of its publication in the Federal

ADDRESSES: Written oomments to the
Dockets ement Branch (HFA~
305), Food and Drug Administration,
12420 Parklawn Dr., rm. 1-23, .
Rockville, MD 20857.

FOR FURTHER INFOHMATION CONTACT:
Debbie L. Lumpkins, Center for
Evaluation and Research (HFD-560),
Food and Drug Administration, 5600 -
Fishers Lane, Rockvxlle, MD- 2085 7,
301-827-2241.

SUPPLEMENTARY INFORMAT]ON:
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LBackground -~ .
In the Federal Register of July 8, 1977

. (42 FR 35346), FDA published, under. .

§ 330.10(a)(6) (21 CFR 330.10(a)(6)), an -
advance notice of proposed 1
to establish a monograph for OTC

internal analgesic, antipyretic, and .
" antirheumatic drug products, together

with the recommendations of the. . .
Advisory Review Panel on OTC Internal
ic and Antirheumatic Drug . .
Products (the Panel); which was.the . .
panel responsible.for evaluating data on
the active ingredients in these:drug ..
products. In that notice, the Panel. .
discussed tha sffects of alcohol
ingestion on the safe-use of OTC ‘
internal analgesic, antipyretic, and - -
antirheumatic-drug-products containing.
aspirin and acetaminophen (42 FR - -

Based on the data evaluated, the Panel
found evidence ofa possible synergism .

" between alcoholand aspirin’s ability te .

intestinal (GI).bleeding (42 -

cause

- FR 35346 at 35395). The Panel stated -

that the data supported the hypothesis .
that aspirin may enhance or potentiate

" . bleeding from Gl lesions, even though

-aspirin alone may not initiate the lesion.
However, the Panel stopped short of
aw -
the use of aspirin with alcohol. o
The Panel did notreceive data on the
effact of alcohol use with other ~ .
lites. However, based'omits- - .
evaluation of the available datd, the .
Panal concluded that carbaspirin -

- calcium, choline salicylate; magnesium

salicylate, and sodium salicylate all

have safsty profiles similar to aspirin

and should bear similar labeling {42 FR

.35346 at 35417 through 35422).. ’
In evaluating the safety of -

" acetaminophén{42 FR 35346 at 35413

to 35415), the Panel considered data on
the memboflism of acetaminophen inap in the
presence of various types of liver- -
disease, including alcoholic livi'a;f‘“ :
cirrhosis. The Panel determined that the
- decreased metabolism of acetaminophen
by the usual prircipal mechanisms .
(ﬂucurbnldatiox_x and sulfation)
abse in some people with chronic

liver disease-could potentially increase -

+the toxicity of acetaminophen by
increasing the relative fraction
metabolized through the other -
pathway(s) leading to the taxic'

_ metabolite. The Panel found that the' .-

evidence suggested that the overall -
elimination qf acetaminophenby . - -
conjugation is decreased inalcoio_L
abusers and is.similar to that observed
in cases of decreased liver function. The
Panel suggested, howevar, that this
decreased conjugation and the increased

susceptibility of chronic alcohol abusers .

. acetaminophen need not specify the - .

to the hepatotoxicity of acetaminophen
was not necessarily due to liver :
cirrhosis but resulted from the - - .
induction of microsomal enzymes by

the chronic use of alcohol. However, the-

" Panel did not recommend a warning -~ -
- concerning the use of normal doses of

.acetaminophen by individuals with a -
history of liver disease or chronic : .
alcohol abuse. The Panel’s ‘

‘recommended label warning on liver "

damage referred only to the well- -
documented injury that can‘occur with
overdose. The Panel i he
following warning: “Do notexcesd ~

~ recommended dosage because severe . -

liver e may occur.” -
" In the Federal Register of November .
16, 1988 (53 FR 46204), the agency
published a ruleé (tentative: -

mdmgpmdum- the

‘;'r’aqmblem'mepmpoudmleme

agency responded t6 anumberof ;. . -
comments concerning the Panel’s . ... .
_recommended liver warning for
acetaminophen and the nced fora .
‘ the increased risk of liver

toxicity when acetaminophen is taken - -

‘with substances or drugs that induce
microsomal enzyine sctivity, Le., .
alcohol, barbiturates, or ption
drugs for epilepsy-(53 FR 46204 at ~
46213 through 46218). The agency.”
found that the available data did not
provide a sufficient basis to require such
aw e

. The agency also received a number of
comments opposed to warnings that cite
organs of the body as possible citgs for-. -

from acute overdoses of internal

- analgesic/antipyretic drug products. The.

agency agreed with the comments and
determined that warnings for -~ -

toxic effects on particular organs of the
body that can be.caused by acute ..
overdose of a drm-. 1s in a suicide

. attempt. However, the agency further

stated (53 FR 46204 at 46213):

* * * the warnings should includs specific
information.on the known'side effects or
adverse reactions that may occur from use of -
the drug according to labeled directions, as _
well:as potential dangers that may occur if
the labeled directions are exceeded. . .

The agency concludes that when médical .-
evidence shows that toxicity is associated :
with the use of an OTC drug, either within -

- its recommended dosage or wheri used
- beyond its recommended time limit or

dosage (except for acute overdose), it is
appropriate to warn consumers of the -
potential toxicity. In some cases it may be
necessary to include organ-specific warnings
as well as general labeling statements. :

. The-agency received no comments.
concerning the Panel’s comments about
a possible synergism between alcohol

" bleeding

ed the- . To-do so may.increase the'chance of . -

" liver damage, e y if yi

. consumed

. acetaminophen, known as
benzoquinoneimine (NAPQI); and (3)
chronic.alcohol ingestion interferes with

and aspirin's ability to cause GI
or the lack of a reference to :
such effect in labeling. : :

IL Summary of the Conunents Received

In response to the proposed rule, the
agency received comments concerning
then_oodfornnalcoholwamingbr;.,.

recommended that the labeling of OTC

drug products containing .
acetaminophen include.the following -
ing: “‘Do not drink alcobolic™ =~
i sgos while taking acetamifiioph
large amdunts of alcaholi¢ jos

-regularly.” Citing 75 inciden liver

damage in alcohol abusers

|G

. observation of increased liver toxdcity of -
. acetaminophen in alcohol abusers bas ..
" been confirmed by tal data in~ .

snimals and humans {Refs. 22 and 28
through 46). In the comment’s view,
j ntal data demonstrate ..

_ that: (1) Alcohol has a significent effect:

on acetaminophen metabolism; (2) .
chronic alcohol ingestion has been
shown to induce microsomal

thereby increasing the formation of the. -

toxic intermediate metabolite of

the detoxification of NAPQI by

" de he utathione (GSH).
O g iobmasion inloatog that
alcohol.is consumed by two-thirds of . -

the American population (12 pé t of

" this Eopnlation considered to be heavy ..

(Ref. 47)endthat - ., .
acetaminophen is widely available. .

(present in over 200 OTC drug-

products), the commenit asserted that
"the concirrrent use-of alcohol and o

acetaminophen can be predicted-to be

extraordinarily common: The comment -
.suggested that the use of acetaminophen

with alcohol may be even greater -
because heavy promotion stating that -
acetaminophen causes less stomach
irritation aspirin has made it the
preférred OTC internsl analgesic/ -
antipyretic used in the presencé of
alcohol-related gastric upsét. The
comment asserted that these new data
suggest: that alcohol abusers appear to be:

at greater risk of hepatotoxicity:from the

therapeutic use of acetaminophen.~
Accordingly, the comment . .
recommended that the labeling of these

OTC drug products be strengthened to
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ensure that consumers who abuge " .
alcohol are not exposed to unnecessary
_daily uss of acetaminophen. The: -~ .
‘comment added that warnings. ’
concerning the use of aoetammo&hen by
alcohol abusers are included in
United States Pharmacopeial Disponsmg
Information (Refs. 48 and 49). .
- - In addition-to its proposed wamlx_xg
' the comment suggested that the .
maximun daily dose of acetaminophen
bereducedfrom&tongms(g)perday
ent of the papulation. . .
Howmm commient did not provide
data to:support the reduced maximum.
' dose, The comment recommended
?:)llowlng revision to the.dosing

Fosod for acetamino hen '
in § 343 50 2) (2 CFR 343.50(d (2)) -

of the tentative final monog;mglc “If you
drink Jarge:amounts-of alcoho

beverages regulaily, do not exceed 2
- grams of aoetnminophen (4 to6 tablets)

m ”- . .
tly snbmitted

o comine ont subsdqt
. addiﬂonaldmtomppoﬁlts :
mmondndbmthntincludedthe

"following: (1) Reports of u:eﬁminophon :

‘ totoxicity in alcohal abusers or .
. associated with Pgittacosis (Refs. 50.
through53h (z)a telmspoctive study of
the effécts of chronic alcoki olinmkeon
. the prognosis and gutcome of °
. acetaminoplien overdose (Ref. 54), and
(3)a study of acetaminoplien - -
mitabolism in alcohol abusers (Ref. 55).
' Two Gomments disagreed with the
- néed for'thé proposed waming. ‘arguing
. that the existing dntn prov'ldo no
rational basis fora . Citi

' review of the scientific literatiire Ret'.

56), one comment quiestioned the

number of cases of acetaminophen-

_ induced liver toxicity dus to
ingredjent’s therapeutic use by alcohol
abusers. The comment stated that the
‘majority-of the 1 reports involved subjects
with a history of alcoliol abuse and use

*  of amounts of acetamixiophen far in

excess of the maximum daily -~ -
therapeutic dose. The comment
contended that the reliability of the

. history of acetaminophen use’and the

rogularity of dosirg inclnded in these
‘reports was questionable. The comment
(cli!t:g six additional published articles
57 through 82) containing reports

‘of acetaminophen-induced liver toxicity
1in alcohol abusers and contended that
none of these  reports supports an
alcohol

One of the comments disagreed with
the assertion that experimental data in
animals and humans have demonstrated
chronic microsomal induction or
increased NAPQI production in
association with acetaminophen-alcohol
use. The comment cited studies by
Critchley et al. (Refs. 63 and 64) and

" develop gastritis,

'Cllingthefactthatdoctors

- Lauterberg and Velez (Ref. 85) in which
_no evidence of microsomal induction -

was found in heavy drinkers. Momover.
the comment cited' additional studies '

{Rofs. 66, 67, and 68) that it asserted

demonstrated a reduction of nucmsomal
enzyme activity in subjects with liver °
disease (including alcoholic hepatiﬁs)
The comment noted- the resuilts ofa'
study in mice by Mitchel!l et al. (Rof. 35)
that demonstrated for covalent binding -

- or hepatic necrosis to occur GSH levels
- need to bé reduced to approximstely 20 -

to 30 percent of normal. The eomment
asserted that a reduction;of such.

magnitude is unljkely exce ti.nsovem ‘

malnutrition. Concerning the cited °

animal data, theoommentnotedthatln B

the vast majority of studies the amounts .
. of acetaminophen ingested would .-

correspond to ovetdose amounts in o

in the context of their inglination’ to
ulceration,

ion, and GI

tly -
recommend acetaminophen to their
alcohol abusing patients because it does
not cause GI irritation or have platelet
inhibiting effects, the comment asierted

.that an alcohol wamlng forOTC drug
"« products con
would be contrary to the public interest. -

acetaminophen -

The commeint suggested that sucha
warning might encourage individuals
who abuse alcohol to use other OTC
internal analgesic/antipyretic
products containing mdlents that
carry a greater risk of injury.”

lII.’l'hoAdvxsoryCommxttoeoMeeﬁng;

The agency subsequently asked NDAC
for advice on the need for an alcohol . -
warning for OTC drug products - °
containing acet~minophsen. On June 29,
1993, NDAC met to consid. . the issue. .
The agency provided NDAC the '
following data and information: (1) The ‘
history of the agency’s evaluation of the

issue, (2) a summary of issues raised by -

comments in responu to the tentative -
final monograph, (3) published reports
of acetaminophen-lnguced liver toxicity
in alcohol users at various
acetaminophen doges, (4) data on the
pharmacokinetics of acetaminophen
metabohsm in alcohol abusers, (5) data
on microsomal enzyme induction in -

- subjects with liver disease, (6)

epidemiological data on the effoct of
alcohol abuse on acetaminophen :
overdose, (7) animal data on the effects.
of ethanol on acetaminophen
metabolism, and (8) animal studies of

» (I)Whetherthedata
L ﬁ)ranalooholwarning

: aloohol

gastxoduodoml .
impalnnanto on y.
’ hemon‘hnge.

- an alcohol warning informing
" alcohol nsers or abusers of their -
'-lncreasedriskfmmtheuse of .-

* agency,
- . should specifically refer to possible -
- liver damage. However, NDAC did ot

the effect of diet on glutathione levels.
A copy of this information is on file in
the Dockets t Branch (Ref.. .

-69); Interested parties were also given . .

the opportunity to present their
positions. .
The' asked NDAC to consider:

gportedtheneed : |

products containing anetaminophon (2) -
the population at risk in terms of .
alcohi consumption, e.g., people who .
rarely drink, social drinkers, or
abusers, and the acetaminophen dose - -
ingdsted (3)-any special benefit/risk *

omoo thauseofan‘:

\ pulation at - .
risk, e.g., will agzsm switch to :
other OTC internal analgesidanﬁpymtic‘

-that have.equivalent or

"gmmmh (4)thotypeofinformaﬁoh
that should-be

- warning, e.g., 6rgan-specific -
, pro « - iniformation, description of nlcohol
maleoholabu.sersdmuldbeovnluatod -

inchxdodinnnalcohol "

amqunt.orotherinfonnaﬂon.(s)
whathptthr:ddahmmmaantto _
supporta reduced maximum dail <
sostaminpphen d brnleohola{um:'"
and(s)ifso,whato'tl‘:omduood

" maximuni daily dose should be."

NDAC concluded that alcohol abusers _

'orheavydrinkeumatincmawdrlsk

for developing liver: tmdcimhen using

.acetaminophen. Based on

conclusion, NDAC recommended that
heavy :

tphmzboim:lndedint.h;a
such products. . .

Rooommen ding that the exact wording
of sucha: be developed by the
NDAC advised that the warning

recommend a reduced maximum daily
dose of acetaminophen for alcohol
. abusers. NDAC was concerned that an
alcohol warning on OTC drug products
containing acetammophen in &
absence of a similar warning o
pmdl:t:a containing other lnternal :
analgesic/antipyretic ents would
cause alcohol mmmditch to
products containing those other .
ts, which may have equivalent _
or greater risks. Therefore, NDAC
recommended that the agency not
implement an alcohol ‘warning for OTC

- drug products containing
- acetaminophen until NDAC had a
‘chance to consider data on the risk of

alcohol use with other internal
analgeslc/antipyretxc ingrodiants (Ref.
70).

On September 8, 1993, NDAC and

" ADAC (the Committees) met jointly to

consider data on the risk of the use of
aspirin and other OTC analgesics by

alcohol " o




6104.4

Federal Register / Vol.

62, No. 220 / Friday, November 14,

1997 / Proposed. Rules

-.additive effects of these

‘dmgproductscontainingupirin.

heavy alcohol users or abusers. The

" agency provided the Committees the

following data and information: (1)
Published and unpublished =
epidemiological data on'the risk of
upper GI bleeding associated with the
use of alcohol and aspirin, ibuprofen,
and naproxen eodiym. (2) data on 'the
ingredients and
alcohol on the GI tract; (3) data on the

.ability of alcohol to potentiate aspirin-

prolonged bleeding times; (4)data on
the effect of aspirin on athanol .

pharmacokinetics; and (5) the Panel's
conclusions.on the safety of the OTC"

© " use of acetaminophen, aspirin, . .
_ carbaspiiin calcium, choline sahcyhte.

magnesium salicylate, and sodium .

- salicylate. A copy of this information is

on file in the Dockets Management- - .
Branch (Ref. 71). Interested parties were

. also given the opportnnity to. present
. theu- posiﬁons :

- The agency askéd the Oommltteea to
consider tlie following in evaluating the
data; (I)Whetli‘et the data are sufficient”

ibuprofen, and naproxen sodjum; (2)
whaether the data are sufficientto -
support anr alcohol warnting far other-
lates (carbaspirin calcium, nholine
salicylate, magnesium salicylate, or .
sodium salicylate); (3).the typeof -
information an alcohol warning should -
include, i.e., organ s ¢ information
or statemient of risk; and (4) the type of .
information that should appear in the

- labeling of combination drug products’ A
- containing aspirln and acetamnwphen

The Committees cenclnded that the
use of aspirin, fbuprofen, and naproxen
sodium increases the risk of upper GI .
bleeding in heavy alcohol users or:
abusers. Concerning whethier the data
supportan alcohol warning for OTC .
-drug products containing these " -
ingredients, the Committees votad 12
yes, 2 no for aspirin; 12 yes; 2 no for
ibuprofen, and 12 yes, 1'no, and 1
abstention for naproxen sodium. The ' -
Committees further concluded that there
are no data to support a warning for
nonaspirii salicylates and, therefore, a
recommendation on the need for an
alcohol warning for these OTC drug
products was outside their advisory

scope. Regarding the type of information

. that shouid be inchided in an alcohol.

warning, the Committees recommended
that the warning not merition a specified
level of alcohol consumption, but were
unable to reach a-consensus whether the
warning should be general or organ--
specific (Rei. 72).

. with a history-of alcohol use. These :.

" made by an

" studies could not be relied upon to’

'IV.SummnryofCommenhonthe

Comnntteu' Recommendations

 Inresponse to the Committees :
recommendations, the agency. received
11 comments. Several comments from a
manufacturers’ association urged the
agency to ‘reject the Committees’ = - -
recommendation for an alcohol warning
for OTC aspirin drug products. One -
comment suggested that such a waming
may jeopardize the compliance of - : .
individuals on low-dose aspirin: -
regimens for cardiovascular lndwatiom

. Other comments contended thst the .-

recommendation was not supportedby
reliable scientific data, but reflected ..
-concerns about unsubstantiated risks -
from the use of aspirin by. indnnduals

concems, the comments asserted, were' -
based on submissions that included :
inaccurate summaries of studies withont
raw data and erroneous projections of . -

" morbidity and mortality basedon.. _ . 5
_incorrect assumptions. Theeomment
-suggestedthallhesedistox‘honshada -

‘significant impact on the Committeee
recommendations. .. LR

" In support of its contanﬁom. the L

comment noted: (1) Criticisms of the

available published data made by some
Committee members during -
deltberations, and (2)
agency reviewer concem.ipg
unpublished epidemiological data
ptesented to the Committeds (Ref. 73)

' The comment pointed out that most of "

the studies were uniformly rejected by

the Committees’ mémbers or the:

agency’s reviewer, and thus'the e
produced no. reliable evidence on w; whig]

‘ to justify a label ‘warning reguleﬁon.

The comments also included cmical
assessments of the unpublished: . - ‘
epidemiological data presented to the
Committees: (1) A prospective - . .
observational study (Ref. 74), (2)a
retrospective study of adverse drug -.

. reaction reports (Ref. /o} (3) a study' -

conducted at the SUNY-Health Sc:.enbe
Center (Ref. 76), (4) a study conducted-
at the Sloane Epidemiology Unit (Ref. .
77), (5) a study conducted by Strom
{Ref. 78), and (6) a study conducted at
the University of Newcastle (Ref. 79),
The comments contended that; based.on
‘these criticisms, the data from these

support the need for an alcohol warnlng
for OTC aspirin drug products. The
comments asserted that an independent
analysis of the data from two of the -
epidemiological studies (Refs. 77 and -
79) is necessary to verify the studies”
conclusions and requested that the -
agency obtain the raw data from the -
studies. :

warning,
. products. A third mémber

The comments-asserted that the
Committees misunderstood the

proposed warning in § 343. So(c)(l)(v)(B)

that advises against the use of aspirin by.

persons that have stomach problems -~ B

that ist or recur, or have ulcers, or -

- ble problems; without consulting a
doctor. The comments noted that most * -
of the data submitted related to upper Gl

bleading by persons with existing GI' -

disease. The comments advised FDA to -

bese its decision on the available
scientific data and concluded that. those
data do not demonstrate that heavy -
alcohol users or abusers, with no. -

pree:dsﬁnguleemormcmentstomech -

-" or bleeding problems;areatan. - " -
" increased risk of upper GI bleeding from
theuseofomn:ginndmgpmductx T

agencyxeoeivednply

assertions, the
commnnts&ommembmofthe
Cominittees (Ref. 80} One member

stated that the Committees’ final ---:-.._': o
decilionwubnedontheinﬁ:maﬂon

aveilebleandwesﬁuﬁ.ﬂbd.

member contended that if -
henhtohaveeweming.

then all OTC internal &

antipyretic drug products uhould have a

disagroement with the Committees’

recommendation, explaining that test ©
ofenhnnoedrlakahnuldbeanoddefatio :

substantially greater than one. The
. member furthet recommended that an -
odds ratio 6f two or greater should be -
required, and the difference from one. f
should be statistically significant. .
A number of comments from the
lnveattgators for three of the - .
unpublished epidemiological : studlee e

" presentad to the Committees addressed : -

point by point the criticisms raised
about the studies. These comments .

. concluded that the data from these L

studies support the need for an alcohol
wi . Another comment concluded. .

that the data from these studies show .-

that: (1) There is an increased n.sk of
major upper GI bleeding in aspirin users
that is independent of alcohol use, (2)

"". there is an increased risk of major upper .
. GI bleeding in alcohol users thatis -~ .

mdependent of aspirin use, and 3) .
aspirin further increases tlns nsk in".
alcohol users. :

- V.The Agency’s Tentative Conclusions -

on the Committees” Recommendaﬁens .

A. Acetammophen ‘

After considering NDAC'’s . .
recommendations and all available data
and information, the agency has

" determined that the data are sufficient -

to warrant an alcohol warning for QTC
drug products containing

LRI ey

lytheeameforall

[P O

e,
Jeamd



Federal Register / Vol.

4

62, No. 220 / Friday, Nov'ember.l‘l. 1997 / Pmposed Rules

61045

acetaminophen. Based on an evaluation

of the scientific literature, the agenc

has determined that individuals with a

history of heavy alcohol use or abuse

have an increased risk from the .

" hepatotoxic effects of acetaminophen. In
order to advise consumers with such-a
history to consulta physician for advice .
on the use of OTC acetaminophen drug

. products, the agency is prop ‘that
OTC analgesic/antipyretic
'ger::ducmxﬁotﬂnmgl acetamlnophen

an warning.
Acetaminophen s considered a dose
dependent hepatoto)dn (Ref. 81): Acute
doses of acetaniinophen of 15 g or madre
in adults have been associated with -
hepatotoxicity (Refs. 81 and 82).
However, the scientific literature &om

~ 1066 to the present contains at least 97

reports of hepatotoxicity attrlbuted to

the ingestion of less than 15 gof = ..
acetaminophen (Réfs. 1 t.hrough 27, 51,
52,53,57 thmughsz and 83 through
-83). With fow exceptions. these-case .
describa a clinical’and.. - - -
ratory. picture consistent with
acetnmlno  overdase: Nausea, -
vomitis ematemesis- {bloody -
vomitus jaungice , markedly. elevated
liver enzymés (aspartate
‘aminotransferase (AST) and alanine
: emlnotmnsfeuiese (Mn)tl:xl::btlf
‘bilirubin, prolonged time,
- and liver lﬁopsy resul,m ts (when obtained) -
- demonstrating centrilobular necrosis.
-Seveaty-one of the 97 cases (73 -
percent) involve a history of heavy
alooholmeorebuse(Ra .1,2,3,5
through 20, 22 through-26; 52, 53, 57
through 62, 86, 87, and 93). Whilea -
‘numbar of these reports Iack sufficient
information to permit a detailed
assessment, the long history.of the -
‘reports, their diverse countries of origin,
consistent presentation and pattern of:
usage’ est that individ ‘witha
‘history of hea v¥ alcohol-use or abuse are

-" mare susceptible to acetaminophen’s -

hepatotoxic effects. Further, a majority -

of the 71, cases (41:cxes or 58 percent)
are associated with acetaminophen

- doses at or below:the currently .

proposed maximum daily OTC dose (4

g per day) or moderate overdoses of °

approximately 6 g (Refs. 7, 12 through

18, 20, 22, 23, 24 28, 52, 53, 57, 58, .-

..61, 62,86,87,and 93). .

A numher of these- cases pmvide
sufficient detail o, -
aceterhinophen induced hepatoto:nmty
in heavy alcohol-users or abusersat -
acetaminophen doses of 6.g or below. -

" Bell, Schonshy, and Raknerud (Ref. 57)

reported a 32-year-old male’ "period.ic

alcoholic” (patient 3) who

drinking after a period of abstinenca.

used acetaminophen to treat-withdrawal

symptoms, and took 3.4 g

X weeheﬂ.eredmission.el.l

. 57)also’
' ingeﬂedﬂ)tosoiafelooho

- admission, she vomi

- ward to the medical clinic

taminophen per day for 5 daye pnor
to hosp admission. On the da
admission, the patient develope‘l’

' nausea and hematemesis. Jaundice end

bruising were also observed.
Laboratory tests revealed elevated

- liver enzymes (AST 13,420 International
Units/Liter (TU/L)and ALT 7,510 IU/L .

(reference AST and ALT 10 to 40 IUIL))
and hyperbilirubinemia (287 .
nncromole[liter (pmole/L}or 174
(mng)/deciliter (dL} {reference

 bilirubin 3 to 25 pmole/L r0.2 to 1.5.

mg/dL})). Tests for hepatitis C surl'nce
antigen, hepatitis A and’ .
cytomegalovirus antibody,and -~ . |
Monospot were tive. The serum
acetaminophen level 2 days after the
last dose was 2.5 mi
{pg/mL). No liv r biopsy was done. N—

-acetylcysteine (NAC) was not™

administered. The patient imptoved '

with supportive treatmient and was -

At outpatient followup, 5
" discharged. At outpal p, 5

tory.
tests were normal. ' M
Bell, Si:honsby. and. Raknemd (Ref.
4 57-year-old woman
(patient 4) with a history of ﬁout -who *
a day. For

several years, she had taken 400 ing ."

: ecetammophen and 5 mg prednisone
Fer ‘K!Inresponsetoeninueeseln
og P!

she increased her iritake to'2:4 .
toae.fafaoemmino phen per day for
days. On the da of hospital. -

blood and’
developed symptoms compatible with -
hepatic encephalopathy (jaundxce. a
somnolence, and bruisi

Laboratory tests revealed elevatpd
aminotransferases (AST 16,180 TU/L and
ALT 8,950 TU/L). Bilirubin was 123 -
pinole/L or 7.2 mg/dL. NAC was not
administered. The patient died the day-

- fallowing admission with massive . -

hematemesis and hypotension. Autopsy
revealed abundant blood in the stomach
and intgstines but no sign of an ulcer.

Microscopically, a marked oentrilobulhr

-liver cell necrosis was seen.

Floren, Thesleff, and lesson(Ref 7)

' described hepatotoxicity in a 58-year-

old woman (patient 1) who regularly
.consumed a bottle of red wine a day.
The patient was hospitalized due to a
slight intoxication. Before admission,: .
she admitted to ingesting1to 1.5g
acetaminophen, sedatives (oxazepam),
and antidepressants (lorazepam) for an
unspecified period of time. The patient .
was transferred from the psychiatric ..
ue to
elovated liver enzymes (AST.14:3
microkatal/L {ukat/L) and ALT 14.0 -
pkat/L). Reference levels for AST and
ALTwerelessthnn07uket/L. .
At the time of transfer, the
concentration of- acetaminophen in -~

mllliliter'

. hospitalization. Laboratory

‘elevated liver enzyme. _. .

serum was not measurable and NAC
was not administered. Tests for hepa ‘
‘B surface antigen and he A were
negative. A liver biopsy ted .
centrilobular necrosis vnth normal

‘portal zones. The biopsy xeveeled no

evidence of steatosis, fibrosis, or-
‘cirrhosis. The patient recovared .
uneventfully.

Licht, Seeﬁ'. and Znnmerman (Ref. 20)

" reported a §3-year-old man who

ingested 2.6 to 3.9 g acetaminophen
daily for an undisclosed

e)miv;aleohol intnhewlﬂz;n:leeent
intake of 2 of w y.

entered the’ itnle&ﬂy-of :
Weekness.ebdominaldlscomfort,end

jaundice. .
values at the time of

admisaonindieebdmaﬂeedl elevated -

lver (AST 19,710 millilmlh

, (mlﬂ/ml.)] and ALT 4,560 mUW/mL),a : .

bilirubin of 13 mg/dL, and a prolonged .:
- prothrombin time of 22 seeoo’tl‘le(conuolz

'10 seconds). A serum hen

level obtained 12 hours after i g

was in the noptoxic range (2 mL) A
" test for hepatitis'B surface

negative. No liver biopsy was
NAC was not edmlnl:tered. The patient

. recovered.
_ Luqueletel.(Ref.ﬁo)deecdbedads- .

- year-old man who was admitted to the
haspital with confusion, hematemesis,
-and urine output. In addition
‘to increasing his beer intake, he also
.toak 1.2 g acetaminophen and 25 mg
ethyl loflazepate for 2 days prior to
values were
AST 1,870 IU/L, ALT 840 TU/L, total -
bilirubin 39 pmole/L or 2.3-mg/dL, and. -
a prothrombin rate of 75 percent. No -
serum acetaminophen was detected, and
‘NAC was not administered. The results
of a liver biopsy on the third
day of hospitalizativn revealed -

centrilobular necrosis. The patient -
recovered uneventfully.

Seeff et al. (Ref. 26) reported six cases. o

of acetaminophen hepatotoxicity in
alcohol abusers. Three cases (patients 2,

. 3, and 6) involved doses of

approximately 4 g acetaminophen.

"- Patient 2 was a 30-year-old male r‘"'onic
- alcohol abuser who ingested 12.5 g

acetaminophen over a 3-day period for

- pain related to-a dental abscess.
.(Assuming that the dases were evenly

distributed over the 3 days, he ingested
approximately 4.2 g acetaminophen per
day.) His laboratory values showed

T greater
than 10,000 IU/L and ALT 7,610 IU/L),
a bilirubin of 2.4 mg/dL, and a -
prothrombin time 9.3 seconds longer
than control. A test for hepatitis B
surface antigen was negative. Serum
acetaminophen level and liver biopsy -

tts

oftime. S
| He admitted to a 15-year of . :

e L .
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uent was treated .
and was releasad

were not done. The
with NAC, improv
from the hospital.

Patient 3 was'a 39—year—old man who
" was hospitalized for a submandibular
infection following a fracture. Overa 1-
week period, he had taken

- approximately 3.8 g acetammophnn per -

day. On admission, his laboratory -
\ Jues revealed elevated liver enzymes
(AST 5,640 IU/L and ALT 354 IU/L),
bilirubin 16.5 mg/dL, and a ‘
prothrombin time twice the control.
Serum acetaminophen levels were nnt
determined, nor was a livér biopsy
performed: NAC was not administered.
The patient improved gver the next few
weeks and was discliarged. -

Patient 6 was admitted to the hospital
for acute alcoho! withdrawal syndrome.

-Duringthesdayspﬁortoadmlsaion, ce

she took apin‘o;dmntely 3.78

ace! aday for headache

Laboratory values included AST 6, 888

TU/L, ALT 2,480 IU/L, totalbilimbin 6.6.

mg/dL, and'a prothrombin time- 10"

seconds longer thau éontiol.. Serum °

acetaminophen level, liver biopsy, and

viral screening ‘wére riot performed.’

NAC was not admiinistered and with

supportive treatment. thie patient :
recovered.

* ‘Edwards and Oliphant (Ref. 86)
described a 48-year-0ld inan'who ™

: ted to the hospitsl with-a 2-hour
m of epigastric:pain with * * .
hematemesis. The patfént gave a history
of regular alcohol consurhption. In the-
week prior to admission, he had - -
consumed two 1,250-1mL spirits over the
week and 12 cans of beer tfa.i.ly and
concurrently taken not more than 3 g- of
acetaminophen daily for hangover, up to
a total dosage of 18 g. He tookan - -
additional 3 g of acetaminophen 6 hours

) priortohisadmiasio'ntothe da' i
cb&bn y

Liver function tésts condu
2 of hospitalization showed mm*edly
abnormal amiriotransférases (AST
" 30,000 IU/L and ALT'9,750 IU/L) and'a °
. bilirubin of 86 pmole/L or 5 mg/dL. At
. 6 hours post ingestion, the'serum - °
acetaminophen level was 0.04 jig/mL.
"On day 2 the level was 0.005° /L.
Hepatitis sérology was negative for
. hepatitis A, B, and C. No liver biopsy
was performed. NAC was not
administered. The patient's
convalescence was slow but unsyentful.
Johnson, Priedman, and Mitch (Ref.
12) described a 23-year-old female . -
alcohol abuser who developed acute
hepatitit-and renal failure 3 days after
- ingesting a bottle of cold medication
- containing 6 g acetaminophen in 25-
gxs rcent alcohol. The patient’s medical
tory included a previous hepatitis
infection. Laboratory values at °
admission were AST 4,320 IU/L, ALT

- with'5 g acetaminoplien per

- the blood. Neither a liver biopsy nor -,
viral screening were done. NAC was not

: cenmlobular necrosis wil

1,130 IU/L, total serum bllimhin~10 mg/
'dL, and a prothrombin time of 13.1 ™~
seconds (oonu'ol 12 seconds). Serum
acetaminophen was undetectable 6 da{s
after acetaminophen ingestion. A test for
‘hepatitis B surface en was negative.
Antibodies to hepatitis B surface antigen
were detected. No liver biopsy was

" conducted. NAC was not administered.

Hepatic function gradually improved

and the patient was ed.
Kartsonis, Reddy, and Schiff (RsT. 13)

reported a 39-year-old male dlcohol -

_abuser who developed vague inguinal -

discomfort and began self-medicating
over a
6-day period. He presented to .
hospital with nausea, vomiting, and o
abdominal pain. Laboratory tests” -~
revealed elovated aminotransferases
(AST more than 8,270 TU/L and ALT |
6,494 IU/L), total bilirubin 4.2 mg/dL,

g and an extended mthrombmume of21

seconds. (conu-ol 12 dacondz;)
Acetaminophen was ot dotectable in

administared.'l‘hsmanhadan

uneventful recovery with suppo:tiv)e B
care and .was discharged fromthe - ..

hospital after 7 days.

" O'Dell, Zetterman, andBumatt (Raf.
24) reported a 38—year-old woman who -’
took 6 g acetamino hen far 5 days for "
stomach pain. Sheiad ahistoryof =
chronic pancreatitis and chronic -
alcoholism (approximately 200 g ...
ethanol a day for 10 years). She .
presented to tha hospital with nauses, .
vomiting, and abdominal pain. Liver-

- enzymes on admission were AST 1,512 .
1U/L and ALT 554 IUJ/L. Bilirubin levels .

and prothrombin times were normal. .
Acetaminophen blood levels were not :
determined. A liver biop:{omealed

ut signg of
alcoholic hepatitis or- centrilobular R
fibrosis. - N

‘Acetaminophen adnnmstration was .
discontinued anu uver enzymes -
returned to normal. The patient was:
counseled about acetaminophen and
alcohel toxicity, and dis: :
Subsequently, she was readmitted to the
hospitai with abddminal pain of 2 -
weeks duration for wlnch she had taken
6 g acetaminophen:a day.

On admission, her liver enzymes were
AST.5,210 IU/L and ALT 1,580 IU/L, -
and total bilirubin was 1.1 mg/dL. A
serum acetaminophen level was not.
letermined. A second biopsy showed :
extensive centrilobular fibrosis.
Auoholic hyalin and
polymorphonuclear leukocyte
inflammation were not observed. The
periportal regions were normal and
there was no portal fibrosis. The patient

recovemdandwasdlschargedfromthe

hospital.
Seeff et al. (Rsf. 26) mponed a 58

year-old male chronic alcohol abuser - -

hospitalized for alcohblic hepatitis and

cervical neck pain. The patient’s history

included a recent increase in alcohol .

consurnption and-chronic ingestion of 4

toBgaoetaminophendailyforan

. unspecified period.of time. On :

admission, AST was 2,870 IU/L,”

bilirubin was 3.6 mg/dL,and  : .
rothrombin time was 14 seconds " -
-(control 11.3 seconds).-ALT was not ..

" reported, and serum acetaminophen -

levels were- not determined. NAC was -

not administered. Lal values on

the next day included an AST level of -

790 IU/L and an ALT level of 2,300 TU/ . -
. -LSemlogictnstxforhapahhstm '
~"  npegative. No liver biopsy was done.’

‘Seruzn aminotransferases end :: 3
pmthrombintimerommodtonormal

andthapaﬁentwasdhchngedlz days
- . after admission.

Kumar andRax (Rnf.sz) mportad sxx"

. cases of hepatotoxicity, four of which -

‘involved acetaminophen doses of 5 tos‘.
Case 2 was a 65-year-old female - ..
alcohol abuser-admitted to the hospital :
after'1 day of vomiting. Her admitting
AST and ALT levels were 3,199 IU/L -
-and 1,270 JU/L, respectively. Her total
bilirubin level peaked at-41 pmole/L or

* 2.4 mg/dL. After 2 days of observation .

and improvement, it was discovered
that she had been taking about 6 g/day -

acetaminophen for back pain. Serum -
- acetaminophenlevel, liver biopsy, and

viral screening were not done. She was -
discharged in stable condition with near
normal liver test results. -

Case 3 wasa 43-year-old woman .

" admitted to the hospital with a 6-day .

' history of fatigue, malaise, nausea; and -
vomiting. Peak laboratory values ..
included elevated hver enzymes (AST

14,920 IU/L and ALT 3,304 1U/L), total. -
bilirubin 126 pmole/L or 7.4 mg/dL, and

a prothrombin time of 46 aeconds {no
control reported). No serum -
acetaminophen levels, liver biopsy, or

* viral screening was performed. lnitially,

the woman demed alcohol or -
acetaminophen use. However, a friend
subsequently reported that she was a
heavy drinker and had been taking5g -
acetammophen daily for an unspecified-
period of time. NAC was not

" administered, and she was dischnrged

in stable condition.

Kumar and Rex {Ref. 52) also -
described a 55-year-old man (case 4) -
with a history of heavy alcobol use who
was hospitalized after 3 to 4 weeks of
nausea and vomiting. On admission,
laboratory values included elevated
liver enzymes (AST 1,240 IU/L and ALT
252 IU/L), total bilirubin 35 pmoles/L,

.
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and a prothrombm time of 15 seconds

(no control reported). His liver enzyme
. levels peaked on day 2 (AST 7,225 IU/

L and ALT 1,280 IU/L). It was later .-

determined that he had ingested 6 g

‘acetaminophen daily for an unspecified

period of time for headaches ;

arthritic pain. Serum acetaminophen

level, viral screening, and liver biopsy

were not done. The patient was
ed after 20 days with normal
Jjver function tests. .-
Another case reported by Kumar and -
‘Rex (Ref. 52) was a 59-year-old male .

. alcohol abuser (case 5)whowas = -
-admitted to the hogpital with dizziness -
and orthostatic hypotension. He :

reported ingesting.5 g acetnmmophen

daily for 1 morth for hip pain. Peak

. liver test abnormalities were present on

the day of admission (AST 3,000 IU/L,

. "ALT ZQOIU/I..‘total bilirubin 133. .

. pmole/L, andprothrombin time 19.
secorids, no control ). Serum
ooetamlnophen levels, liver biopsy,. and v
- virdl:screening were not done. NAC was -
:fﬁ:aqu r dm'fhepeﬁmw?s ad Gl

en (o) sepsis and GI-
anz died 2'weeks aﬂ:er :
bo;ge mbsequantly reoeived an’
additlonil 19 reports of acetaminophen
lwer toxicity (Ref. 94). Fifteen of these
 igvelved acetaminophen doses -
 than 6 g daily in individuals with

a history of moderate to heavy alcohol

use. Five of the reports (case numbers 9,

11,12,13, and 19) provided sufficient -

detail to suggest acetaminophen— v

induced h i
Case nmtz 45—year-old

woman with a history of alcohol abuse
who, at the time of admission, had a
history of ingesting one to two glasses
*. of wine'daily (only at night) The pauent
had-a history of acetaminophen use
. along with alcohol. For & Sfroxlmately 5
days prior to admission, the patient
_reportedly took acetaminophen at the
- recommended dose (4 g per day) for flu--
like symptoms. The patient vomited
{soms “coffee ground" emesis) for 5 -
dnys prior to admission, and for 2 days
d a progressive deterioration of
men status. On the night prior to -
admission, she became delirious and
was brought to the emergency room.
Labaratory values showed grossly
elevated liver enzymes (AST 15,205 TU/
Land ALT 4,051 [U/L), a prothrombin
time of 63.7 seconds (no control
reported), and a total bilirubin of 3.8
~ mg/dL. The serum acetaminophen level
was 12 pg/mL (time after last dose
unknown). No record of hepatitis
screening was provided. During the
hospital stay, an upper endoscopy
showed bleeding secondary to diffuse
gastritis and portal gastropathy. The

b.aﬂarhstdosennknown).'lhpaﬁcnt

.ﬁndingsincl

patient continued to deteriorate and

died 1 month after hospital admission.

Autopsy findings included diffuse
hepagsoynecrosxs with micro vesicular fat
and bile stasis.

Case number 11 was a 43—year-old
man with a long-standing history of
alcohol abuse (at least 12 cans of beer
daily for 16 years). He developed lower
abdominal pain and fever, followed 2
days later by nausca and vomiting, for
which he took two mot%lwattons ‘ o
- contajning acetaminophen (estimate
doselessthan&gperdoy)foratleast

**1 day. He was admitted to the'hospital

2 days later with hypotension and
abnormal liver and renal function.
Laboratory values showed elevated
liver enzymes (AST 5 450 TU/L and ALT
2,251 JU/L) a prothrombin time of 55.9
secands (no, contirol reported), and a
total bilirubin of 89 pmole/L.. The serum
level was 5 pg/mL (time

died 10 days afteradmissionto the
hospitnl. Noxecord of hepatitis ..
vided. Fost-mortem
oentﬁlobuhr nacrosis
th ooagu.ltmuw‘al thy. The -
comi.stent wi o) .
autopsy report noted thnptawlfﬂe there |
was no evidence of cirrhosis, the
presénce of ascites, muscle wasting, and
testicular wasting was consistent mth
the effect of chronic liver disease. - -
Case number 12 was a 41-year-old
man who had tnk;x; aoo‘t:mi(nophey
containing T 2 8(4t05
day) to alleviate the pain)offractured

- ribs. He hiad a history ofaloohol abuse .

and had recently been 12 beers
a day. He was admitted to the spital
with complaints of shortness of breath -

“and left-side chest pain. On

examination, he was found to bave
greater than an 80-percent , .
pneumothorax of the left l and was
also'deeply jaundiced. A blood alcohol
level done at time of admission was

orted as “0.”

boratory findings inciuded AST
21,900 IU/L. ALT 11,200 IU/L, total

-bilirubin 17.8 mg/dL, and a .

prothrombin time of 40 seconds (no '
control reported). The serum

_ acetaminophen level was 2.1 pg/mL 4

days after the last acetammophan
ingestion. The results of screening for
hepatitis A antibody, hepatitis B surface
antigen and antibody, and hepatitis B
core antibody were negative. Screening
for Epstein-Barr surface antigen was also
negative. A liver biopsy showed ~
fulminant hepatic necrosis with mild to
moderate evidence of alcohol-related
liver disease. A diagnosis of acute toxic
liver failure was made, and the patient
was transferred to a second hospital for
a liver transplant, which was done

: within 72 hours of trannfor Follovymg

the transplant, the patient was - " -
discharged in stable condition. Socdons
of the removed liver showed extensive
centrilobular necrosis, with up to 50 or

- 60 ent necrosis in.some areas.
number 13 was a 62-year-old -
man with a history of heavy alcohol use

and severe steroi -dapendont chronic
obsh'uctiveﬂp nary disease. He
subsequently roduced his alcohol intake
to two to four beers a day for several -
years. A few days prior to admission, he
developed flu-like symptoms (sore
throat, myalgia, and sleeping difficulty)
for which he took an estimated4to 5 .. -
g acetaminophen over an 8-hour penod. -
He became £mgudvoly weaker and. .
foll'on the day.prior to admission. . - ~
. On admission, he was found to have.
hypotension, weakness, grossly elevated
liver function tests (AST 16,279 IU/L, .
ALT 10,942 IU/L, a total bilirubin of 7.8

. - mg/dL, nd a piothfombin time of 55.7

seconds, no control reported). Serum

o ;mtnmino honlevehmnot

wiﬂlacutehepaﬁcfnllureanddied
within 24 hours of admission. A.post- .

. mortem liver biopsy revealed massive

eg:oellular necrosis. .
number 19 was a so-year-old
man with a history of occasional alcohol
'use. Four days prior to admission, he
malaise and a sore throat and
drank six glasses of wins prior to .
Trotiring for the evening. His sym
became progresgively worse, an hs
took acetaminophen (4 g per day) for 3
to 4 days..On the morning of admission,

. he became disoriented, unablo to speak,

and agitated. .

Admission laboratory data revealed
markedly elevated liver enzymes (AST
13,580 and ALT 11,250 IU/L), a
prothrombin time of 32.4 seconds (no
contiol reported), and a bilirubin of 7.0
mg/dL. No blood alcohol was detected.
A serum acetaminophen level of 7 ug/
mL was obtained approximately 48
hours after tha last acetaminophen dose.
Screening for hepatitis B surface antigen
and core antibody was negative. Tests

- for herpes simplex virus were initially

negative but were positive after
transfusions. The patient deteriorated
rapidly and lapsed into a coma. A liver
transplant was done, after which the
patient was initially stable, but
subsequently developed detericrating
kidney function. The liver pathology
report described extensive centrilobular
hemorrhagic necrosis.

‘and Maddrey (Ref. 95)
reported 67 additional cases of hepatic .
injury in regular alcohol users
associated with the use of

. acetaminophen. for therapeutic
" purposes. The majority of cases
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_involved subjects considered to be
alcohol abusers or who reported alcohol
intakes of at least 60 g/day. In 27 of the
cases (40 percent), hepatic injury was -
attributed to acetaminophen doses
under 4 g/day. In another 13 cases (19.4

. percent), hepatic injury was associated
with acetaminophen doses of 4.1 to 6.g/
day. Unfortunately, specific details of
the individual cases were not provided.

. Thus, a definitive assessment of the role_
. - of acetarinophen in the reported liver-

infuries is difficult. - - -

‘Acetaminophen is metabolized -

principally by glucurénide and sulphate

. conjugation id the liver; When.

acetaminophen-is taken at therapeutic -

doses, glucuronide and sulphate
metabolites account for 80 to 80 percent

of the acetaminophen metabolites in .

_urine (Ref. 80); Ordinarily, a small

_ fraction of acetaminophen is *
metabolized By microsomal enzyme
cytochrome P450 2E1 to NAPQI {Ref.
96), but if the capacityof the’ = - -
glucuronidation and sulfation metabolic
pathways:1s excoeded, asin‘overdose, or
if the synthesis of P450 2E1 is induced,

{ncreased amasnts of NAPQI are )
- NAPQl is avidly elecﬁow and can

bind to liver cell macromolecules,

‘disrupt cell function, and ultimately

cause liver cell death. The binding of . ..

NAPQ] to liver vell compdnents is -
revented if the compound is detoxified

conjugation with GSH or other '

- sulfhydryl compound. The . " . _
detoxification of NAPQJI generates,

through a series of reactions, - -~

" mercapturic acid and cysteine

_ metabolites. GSH is depleted in the

- detoxification process and must be
replenished by sulfhydryl compounds
from the diet or by drugs given as
therapy, e.g.; the cysteine containing
compound NAC. NAC has well-. . =
documented effectiveness as an antidote
for acetaminophen overdose. More -

_ recently, it has'been recommended for -

the treatment of acetaminophen liver "
toxicity after ingestion of therapeutic
doses of acetaminophen by individuals
with a history of heavy alcohol use or
abuse (Ref. 95). . - . :

- Pharmacokinetic studies in humans
suggest an increased sensitivity of heavy
alcohol users or abusers to the '
hepatotoxic effects of acetaminophen.

- The data suggest that the ingestion of -
aven relatively small doses of
acetaminophen (1 g) by heavy alcohol

_ users or abusers results in a higher
normal percentage of acetaminophen
metabolized by the microsomal enzyre
pathway that yields NAPQL The .
available pharmacokinetic data suggest-
that the rate of metabolism of -~
acetaminophen is increased in alcohol

' transpepsidase activity (12.6.units ixi-

“the nondrinkers was signifi

abusers (as evidenced by an increase in-
the plasma clearance rate (CL) anda .
decreass in the plasma elimination half-
life of acetaminophen (t,2)). This -
increased metabolism suggests -
increased activity of the microsomal
pathway in this population. = -~
Dietz et al. (Ref. 28) com the -
metabolism of acetaminophen in six -
healthy alcohol abusers (240 to 480 mL
alcohol daily for 2 to 40 years) to eight
healthy nondrinking adults. The alcohol
abusers had stopped drinking within the
previous 48 hours. Baseline laboratory -
data were obtained from both groups. - *
Following a 12-hour fast, asingle 1 g "~

"dose of acetaminophen was

administered. Blood sainples were -
collected immediately before - = -
acetaminophen administration and at -
30, 60, 90, 120, and 240 minutes - -
thereafter. Acetaminophen plasma data .
wémﬁttoaone'-cbmpuﬁnentog:~ T

- modél for oral dosing using

ssion analysis. The time to peak - *.

- concentration (tma:), peak plasma .-

conicentration (Cuax), the area undér.‘tlxe;
copbegtraﬁon—ﬁme curve (AUC), and CL
data revealed significaint differences.. .’
ghusers oaly in gamma-glutamyl -

controls and 204.7 units in alcehol - .
abusers, p = 0.01). There was no " :
significant differerice in remal function

bemeenthetwom.'ﬂm“. B
acstaminophen plasma AUC's for the
groups were significantly ¢ ent (p<
0.01). While both groups ved Cox -

at approximately the same time, Coiax for
_ : cantly higher -
than for the alcohol abusers (20.2 pg/mL

- versus 15.4 pg/mL). The CL was also .~

significantly accelerated in the alcohol ’
abusers (247.4 mL/minute (min) versus
154,4 mL/min, p <0.001). - .
Girro et al. (Ref. 55) obtained similar-
results in a comparison of the - :
-pharmacokinetics of acetaminophen'in’
12 chronic alcohol abusers and 12
healthy controls. The mean daily -
alcohol consumption for the alcchol
abusers was 210 + 95 g of absolute -
alcohol for a mean duration of 14.5 ¢ 9.5
years. Control subjects drank only
moderately (defined in the study as a
weokly alcohol consumption < 80 g) and

" were asked to abstain from alcohol -

-consumption for 36 hours before the -
triel. A single; 1-g acetaminophen dose
was administered following a 12-hour -
fast. Blood samples were taken before
acetaminophen intaks and at 0.25, 0.5,
0.75,1,1.5,2,2.5,3,4,6,8,and 24 - .
hours thereafter. -~ -
The following pharmacokinetic ‘
oters were determined: Cuux, tmax;
AUC, CL, and t;2. A comparison of Cuax

. excretion of cysteine and mercap! -
metabolites of acetaminophen inalcohol . ..

and tmax sh.owed-nq significant - - v

differences between the two groups.

However, in the alcohol abusers, ty2 was o

significantly shorter than for the

. "controls (1.71 versus 2.84 hours,p < .~
. 0.05)..CL was increased in the alcohol

abusers (30.34 versus 26.52 L/hour, p <
0.05). - .- s o 1.,

Observed increases in the excretion'of "

metabolites (mercapturate and cysteine).
of the microsomal pathway also suggest
increased activity of this pathwayin -
this population. Villeneuve et al. (Ref.
27) o ed an increased S
apturate -

abusers. The authors compared the' - -
pharmacokinstics of acetaminophen - -~
metabolism in nine alcohol abusers (457
ison&:t'lmnolperdayﬁnrn*leuta o
months), eleven subjects with alcoholic
cir;!xosié, and six healthy normal =~ -
subjects. Subjects

medications. - -

O Subjocts with a history of aloohol -

absence of alcoholic hepatitisor - -

cirrhosis (dstsemined by physical . o

examinstion and

taots for liver function) end the lack of -
. drug use {other than alcchol). The - -

y diagnosis of cirthosis was confirmed by _'

liver biopsy. Cirrhotic subjects were
“hospi d at the time of the study and

did not contsume alcohol for at least 30 °
days prior to the start of the study. Five

. of the cirrhotic subjects received -

spironolactone (100 mg/day) for -
treatment of their ascites. -

~ After‘12 hours of fasting, a liquid
preparation of acetamin(:lp‘hen was
administered ordlly at a dose of 12 mg/

‘kilograr with 200 mL of water (miean -

dose: Controls 920 mg, alcoliol abusars

805 mg, and cirrthotics 872 mg). Blood ~ .

samples were taken at 0, 5, 15, 30, 45,
60, 90, 120, 180,.240, 300, 360, and 420

minutes after ingesting acetaminophei.:
Urine was collected for 24 hours after

ingestion. The apparent oral clearance -
{CL,), AUGC, and t,;» were determined.” -
The percentage of the acotaminophen
dose eliminated in the urine of alcohol
abusers was significantly decreased
from the controls (88.6 to 63.4 percent).
In the cirrhotics, clearance was
decreased by 50 percent (p < 0.05), tiz
was extended (p < 0.05), and urinary
elimination was not significantly

- decreased in relation to the controls.

The level of glucuronide and sulfate

" conjugates in the alcohol abusers was
. not significantly different in comparison -

to the controls. The excretion of -
cysteine and mercapturate metabolites
of acetaminophen was increased ina --
significant manner for the alcohol
abusers (p < 0.05). When this incréase
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. was maad asa ent. of the -8 ting no impact of alcohol abuse individuals with a history Qf hoavy
admie:Pl;temd doss, pt!::cmean on these metabolic pal alcohol use or abuse. At that meeting
augmentation for the alcohol abusem - To confirm that low plasma GSH .(Ref. 72), agency representatives statzad _
was 92 percent. In cirrhotics, the profile ' levels reflect low intrahepatic GSH, the that the unpublished studies had design-
" of these metabolités was compara e to authom measured hepatic GSH in liver. " problams and did not convince them ;.
the controls. esobtainadfromalcoholabusars _ thattheuseofllooholwithOTC '
An additional mechnnism of the in w a percutaneous liver bjopsy.

increased sensitivity of alcohol abusers
‘to acetammophen toxicity has been
postulatsd to be a diminished capaci
to detoxify NAPQI by conjugation wi
GSH. Lautarberg and Velez (Ref. 65)’
studied glutathione levels and the
formation of the toxic metabolite of .
paracetamol (acetaminophan) in chronic
alcohol abusers. Study subjects were -
recruited frojri an alcohol tmaunont
pmgram and had a history of heavy

e consumption of 180 g g

ethanol pervg:;s up to 2 days prior to
study eizl%ﬁon. Some of &hesa::tug‘];cts

'reoeiv orodiazapoxide e

more. than 10 hpurs prior to the
g;s as-part of their treatment. Control

: sub)octs denied consumption of alcohol
in excess: d;:g[hym wenenot
taking an; cations, .. . - .

GSH lovels of alcohol ubuseu without
clinical evidence of alcoholic liver ,
disease and in controls following: an.

. overnight fast: The GSH plasma .
concentration was about 50 percent
lower in alcobol abysers than in the
conttols (8.48 versus 4.35 micromoles .
(umole), p< 0.05). In conirast, the
plasma concentration of free cysteine
was similar for alcohol abusers and for -

controls. " .

" The cmd;;lalso mm!nedthe eﬁ'ect of
acetaminophen ation on .
plasma GSH. Subjects were givena 2 g
acetaminophen dose in lemonade after a

-10-hour fast. Blood samples were taken
hourly for 4 hours. Urine was collected
for 8 gours After the administration of
acetdminophen, the plasma GSH -
concentration in controls was -
significantly decreased at 3 hours from
a mean concentration of 8.37 to 6.26 -
pmole (p < 0.02 by paired t-test). The
plasma GSH levels in alcohol abusers .

 were significantly lower than baseline at -
2 and.3 hours (3:10 and 2. 40 pidiole,
respectively, baseline 4.66 ymole). All .
GSH levels in the alcohol abusers were
significantly lower (p. < 0.05) than the
corresponding values in the control .
group. The decrease in plasma, cysteme
was not s:fnlﬁcanﬂy different from -
control values. Urinary excrétion of ,
mercapturic acid and cysteine
conjugates was slightly increased in
dct}hl%fabmm lﬁ%l;veyver. the difference
was not statistically significant. There.

" was no significant difference in the

relative amounts or proportions of

glucuronide ahd sulfate metabolites
between alcohol abusers and controls,

was indicatad. The biopsied subjects all .
"had histological evidence of alcoholic

hepatitis with and without cirrhosis and
had more severe liver disease than the
alcohol abusers in whom plasma GSH
was measured. The hepatic -
concentration-of GSH in the bilopsled

. subjects was about 50 ower.
than in subjects withomm

" and subjects with a mild inﬂnmmntory

process or nonalcohohc cirthosis, .
‘Based on the data discussed above,

the agency concludes that chronic heavy-

alcohol use or abuse has a significant ..

.effect on the metabolism of

acetaminophen and the detnxiﬁmuon of

acetaminophen’s toxic metabolite, ...

NAPQL These changes put individuals

with a historyof heavy alcoholuseor
risk from .

" abuse at an
- acetaminophen liver toxicity, Thorefore, .

lnﬂammﬁonoecuxsinadguﬁam
_ number of aspirin users. ki vjdunh

the ag believes that an alcohol
K adult OTC internal .

annlgesxclanhpy:ehc drug prod

containing

the safety of a lower maximum daily
dose (2 g acetaminophen) in heavy
alcohol users  or abusers or to supporta
specific ; recommendation to

that effect. Therefore, the agency is not

_proposing a. reduchon in the

recommended maximum OTC daily 4 g
dose of acetaminophen at this time.
Rather, the agency believes that OTC
labeling should recommend contact -

with a physician to these individuals. A"~

hysician familiar with a consumer’s. -
E.lxtarycenadmethemonwhethera -
perticular OTC analgesic/antipyretic: .

 drug product is appropriate for their

use, suggest other appropriate therapieé,
and cor ilthem about thexr alcohol .
use,

The agency has: mrefully considered
the Committees” recommendations, all
comments received in response.to those

- recommendations, and all available data

and information and has determlned
that an alcohol warning for OTC,;, . -
internal analgeslc/anhpyrenc drug
products containing aspirinis =~ ..
warranted. The agency agrees with the
comments that the unpublished * -
epidemiological data presented to the
Committees at the September 8, 1993,
meeting alone were insufficient to
document an increased risk of GI

bleeding associated with aspmn use by

acetaminophen is wmranfed -
" However, the agency does not find the .
. submitted data sufficient to dnnmnstrate g

"B. OtherMonogmph Ingredjenfs T

ingradionh(mchuupidn]cancam
excess GI bl

represenhﬂvepdsostatadthat baled
on these studies, the tude of the
risk and the confidence eveloftbe o

. estimated risk were

uncertain.

- Howevaer, thainitnntaﬁectsofispirln
ontbsgastdcmueosa well "
documented. In theeﬁectof
asplrlnonthogutricmuoosa(lzm

" 35346 at 35386 tb 35397), the Panel - .
.- concluded that as irinandsgl.icyl.ic;" -

acid have a direct irritant effect on. .
Gltmct.'l‘hal’anelmatadﬂmt g
‘acuts use of aspitin may o

Y

. Efmms oquthgutﬂcandduodenal

such as epigastrlc pairnd G} .

- initiation ormcarbaﬁon of stumach -

ulcérs, stomach Irvitaticn,, arid intncunal )

y at risk are those with'a -

ofmms ofclmblems. g
Tanhwskietal.(Ref.Q?)nmdiedthe
-effect of the c administration

-0f100 L of 40 percent ethanol (the,

alcohol cuntent of 80 proof w! ) or
saline in 15 healtliy volunteers:(ten test
and five control subjects). Changesinn-

_ theappeannceofthagutﬂcmucosa.

mucosal histology, luminal pH, and -

- gastric mucosal potential were

evalua‘tiad. 'ﬂ;a authors: fo:lnd thata - s
single dose of 40 percent alcohol
rmdnced rapid endoscopic chang

- (congestion and focal hemorrhages) aﬂd ,
: rromlnent histologic '

changes : ;
exfoliation of the surface epithellum,
edema of the lamina propria, and . . -
hemorrhagic lesions associated with

"~ mucosal microvascular damage).

Histologic changes were seen as- eaﬂyas '
5 minutes after alcohol administration.
.Individuals with a history of haevy _

- alcohol consumption commonly
.develop characteristic subepithelial :

hemorrhages with the endoscopic. -
appearance of “blood under plastic .
wrap.” Although termed “hemorrhagic

"gastritis,” these lesions are composed of
- hemarrhage and edema in the

interstitial space under the surface’
epithelium, without inflammation (Ref.
98). While there are no controlled

. studies demonstrating that ethanol in .

lower doses will precipitate relevant
gastric hemorrhage, acute hemorrhagic
gastritis accounts for 25 percent of the
cases of major bleeding in alcohol
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. abusers compared to 5 percentin the . .
population without a history of prior
alcohol abusa (Raf. 99). As with gastritis
from other causes, individuals with .-
alcoholic gastritis may haveno
symptoms whatsoever (Ref. 100).
Currently available data do not provide
sufficient information to assess the -
magnitude of the risk: of aspirin uss by |
individuals with a history of heavy - -

(more than 70 percént.of the subjects .

reg%ﬂ.ip'gdaﬂy_bl‘vieekl use). . -
'he agency is curren y evaluating .
several new. professional vascular uses

. of aspirin and is aware that more people .
 are taking aspirin chronically for .
: cardiovascular and/or cercbrovascular -

indications and thus may havean " ..

increased risk of Gl bleedingor. -
‘guscaptibility to ulcers: Further, the- "

ents may lead consumersto - -
conclude that they are safer to use with -
alcohol, when there arg no data upon -
which to basé-such a conclusion. -~
Therofore, based, among other things, .
on the Panel’s conclusions that these

active ingredients all have safety -
rofiles similar to sipirin and should
gem' similar labeling, the agency is-also

\

alcohol use or abuse. " . _ magnitudeof therisk of hieavy alcohol - propesing
Furthier, in the last 15 to 20 years, the' use in this population is not clearly “. - containing
o of aspirin for the preverition'of defined. - - - .7+ salicylats,
rocurrent myocardial infarction (MI), - The is aware that numerous  godium
o siont ischemic attacks (TIA), and . Studics have & tl?iwofﬁo&-otf:f R
reoto b come proelent T s s oo o . OTG interial AnalgoiciAntgyrotc
valuated the avi e ’ ar diseass, e = - - Ing A _
. %onasphmfor cerebiral . these studies, Marmot and Brunner (Ref., gmeﬂﬁsmhod Fkuumsc'dpﬂnn

vascular and cardiovascular indications -
and the inciderice of GI bleeding and -
ulcers in these studies. Eighteen of the',
-19 studieés that '
ghpebowplénd-e"'ﬂwﬁ’dﬂf R
bleeds.in the aspirin group when - ..
compared to the placeho group (Refs.
101 throyngh 118). Orie study reportec. :
10 GI bleeds in either grou, (Ref..119).
Aspirin dosgges in the studies.ranged .

‘f:lom 75 to 1,500 mg “ggﬂy:mm .
ng wers reported at all aspl in -
dc;mels when compared to the.
control groups. Thas nuimber of subjects
_ in the studies rang from125t0. "
22.071. The overall results of these =
studies show that GI:bleeding increases
with long-term aspirin use, even atlow
The UK-TIA study (Ref. 106)
suggestudariskof_c_lblaédingthnt.~
“increased in i dose-dependent manner.
The odds ratio (95 per confidence
interval) was 3.3 (1.2 {o 9.0} for 300 mg
~ daily aspirin and 6.4 (2.5.t0 16.5) for
1,200 mg daily aspirin (Ref. 120}. -
* Several studies reparted the number of -
. ulcers in the aspirin and placebo . - .
groups. The-Aspirin Myocardial . - -
Infarction Study Research-Group (Ref.
112) reported “symptoms suggestive of-
peptic ulcer, gastritis, orerosionef .
c mucosa’" in 14.9 percent of the
. placebo group and in'23.7 percent of the
frin group: The British Dectors’ -
Study (Ref. 102) reported a significant
increase in peptic.ulcers.in the aspirin.
group compared to the:placebo group.
. The Physicians’ Health Study (a 325
' mg aspirin dose on alternate days (Ref. :
101) reported a nonsignificant increase.
in upper GI ulcers in the aspirinarm .. .
compared to placebo (169/11,037 versus
138/11,034, p = 0.08). However,a
statistically significant increase in’ the
number of duodenal ulcers was reported
in the aspirin group (46/11,037 versus
27/11,034, p-= 0.03), where most of the
. subjocts reported some alcohol use

-~

st includsd nepirinand

"oz of wine, or 1.5.0z of 80-proof

: 'as'g_lhlinargegimens

121) concluded that the evidencd -

not exceed two drinks per day {Ref. -
124). The Dietary Guidelines of the'U.S.
Departments of Agriculture and Health
and Human Services (Ref 125)also. -
recommend moderate alcobol i
consumption: These guidelines define
moderats algohol consumption as one
drink (12 ounces (oz) of regular beer, 5

distilled spirits) per day for women and
two drinks per day for men. Based on -
these recommendations, the agency - .
beliaves that the proposed warning -
provides appropriate adviceto . - "
consumers on low-dose prophylactic. -

ency acknowledges the S
Committees’ conclusion that there afe
no clinical trial-data supporting the-
need for-an alcohol warning on OTC
internal analgesic/antipyretic drug -

-products containing carbaspirin -

calcium, cholins salicylate, magnesium -
salicylate, and sodium salicylate. =
However, the agency is concerned that
the absence-of an alcobol warning oo -
OTC drug products containing these

- pharmacologic

suggeitsthattwbd:lnksa‘d;ly_danot*y' : y current dapagnd -
cause cardiovascular harm and may be, - information, and onthe - " -
gmtecnvxggainstoommryhm;;y the Cog:mitit:es'mwmmmdnﬁmﬂ,the S
_ effects, Heavier alcohol intakes have - - ucts containing ) T
" been associated with'an incredse in- . et profen; dnd & n sodivm:” -
cardiovascular diseases, such as. .. Ihuprofen, ketoprofen; and naprojen. . .
muscle disease, hypertension, . .~ sodium have been. marksted -
disturbances in heart rhythm, and stroke as , gs at or doses.-.
{Ref. 122). Pohorecky (Ref. 123) founnd-. = Lower doses haye been vodfor 17
that the risk fot hypertension'among .- OTC marketingithrough the new drug . -
indi‘vl_g_iualsdﬂnkingthreeto'ionrdrmks approval process. All OTC ofen’ "
p‘er.anywasmthighnthan and naproxen 8odi cts are
among DO s. koo o y matksted with the following '
The American Heart Association™ " alcohol wi “ALCOHOL e
(AHA) (Ref: 124) does not cuizently - - WARNING fheading in bold face type]: -
recommend the ingestion.of moderate - Ifyouﬁenmlly'eonsuma‘s ormore .
amounts of alcohol for its protective - . alcolio -containing drinks per day, you~ - -
affect against cardiovascular disease. - should consult your physician for -
However, based on the adverse effects of advice on when and how-you should~
alcohol on blood pressure, the AHA ~ take {product namie inserted] and other
. recommenda that alcohol intake should reliovers.” " - v

~ Ibuprofen, ketoprofen, and naproxen . .
sodiurn are derivatives of propionic acid
and, as such, sharecommon -~ ° -

ic effocts..As withi aspirin, - -
propionic actd derivatives-produce . o
-adverse Gl side effocts, alter platelet:
function, and prolong bleeding time - -
(Refs. 126:through.129). GI =~

- complications are the most common
- side effects of these drugs and can-

include problems such as frritation,
nausea, vomiting, bleeding, -
hematemesis, and activation.of peptic
ulcei (Refs. 127 and 128). .
* Articles in the scientific literature -~ -
suggest a definitive relationship

* between the ingestion of pmpionic*ndd .

derivatives at-presctiption doses end GI .
complications. In a review: article,
Greens and Winickoff (Ref. 130) . -
discussed the effectiveness, side effects,
and costs of aspirin and various '
prescription nonstercidal anti- -~ - .
inflammatory drugs (NSAID's), e
including ibuprofen, ketoprofen, and
naproxen sodium. The authors stated
that NSAID’s share the risks of causing
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gastnc ulcer. upper Gl bleeding, and GI
perforation, and that GI side effects
ughly 25 percent of NSAID

occur in ro
users. The authors'a citad studies .

(Ref. 130) that attribute-a relative risk of ,

4.03 for gastric ulcer and 3.09 for upper
: GIbleedmginusersofthese drug :
products.: -

S Langman et al. (Ref. 131) compared
previous use of propionic acid .
deriyatives and other prescription -
NSAID’s in patients age 60 and older :
admitted to hospitals with bleeding - -
from peptic ulcers to controls (in -
hospital and community) matched for
sex and age. The investigators. found-.
that peptic ulcetbleadlng was strongly
associated with the use of propionic -
acid derivatives, aspu'in -and other .
prescription NSAID's during the'3 .
monthsbefore admission-and that. the
risk otbloedlnglncreaeed as dosage

. :dingmd:?:l (()lfom;:kdx
to w, um, -
- high) revealed an vdds ratio.of 2.6 (1.7
" o 3.8, 95 percent confiderice interval)
. when exposure was to lowar-doses of -
theeedmglllzdinctaasedtoi.s (3:3t0
” 6.0,95 percent confidence interval) -
. when 'was to moderate doses.
The s defined low dosaas:. (1) Less
than. 1.200 mg/day (OTG maximum.
dally dose) for fbuprofen, (2) less than
500 mg/day for naproxen (O‘I’C '

" maximuz daily dose 660 /day), an
(3) less thian 100 mglda toprofen
(OTC maximum daily 75mg]

The-use of ibuprofen, ketoprofen, or

- . naproxen sodium may-also predispose

an individual to b ther&om a -
reexisting ulcer-or o rGI :
: Feeien. Increased severity o n?Gl
is related to increased dosage of drug.
While less severe frritation could be -
expected at the lower OTC doses, there
are no data to clarify the magnitude:of :
the risk for individuals with preexisting
Gl lesions due to a history.of heavy -
alcohol-use or abuse. In fact,' more
recent infermation (Ref. 132} suggesta
‘that OTC doses of ibuprofenor . .
naproxen sodium increase by three
_times the risk of GI bleeding and that ~
this risk-is increased¢ when OTC drug
products containing these lngredxents :
are used by individuals who consume
alcohol. :
- The Committees ducussed the
relationship between alcohol and. .-
toxicities associated with OTG internal
- analgesic/antipyretic products
(Ref, 72) and concluded that the effect
of alcohol and-ibuprofen or naproxen.’
soditm was at least additive and that
heavy and/or chronic drinkers of
‘alcohol are at an increased risk of severe
gastritis and GI bleeding. The
Committees recommended that an

alcohol warning sliould be required on -

. Committees
be used safely and effectively OTC. "

irntation )

- OTC drug products containin,g

ibuprofen. or naproxen sodium.

On July 14, 1995, the Committees o

discussed two NDA's for OTC
ketoprofen products (Ref 133). The *.
that ketoprofen oan

However, the Committees voted -
unanimously that, based on past
Committee discussions, products

containing this new OTC ingredient
should be to have the same

" alcohiol warning in their labeling as that _

mquiredfornapmxeneodxum. :

recommendations and information in--
the literature, the agencyhasoonoems
thattheuseofOTCintemalanalgesxc/

B antipyretic drug products containing-

aspirin, irin calcium, choline
late, ibuprofen, kotoprofen, -
magnesium salicylate, na;
sudiuni, and podium salicylate by
individuals with & history of heavy
alooholueeorahusemayincremtheir
risk of adverse Gl effects, including
serious GI'bleeding. Theréfare, the ™

: asencyhasdetaminedthatanaloohol

warning is needed for OTC interfial . \

'oontainingmtll:ieae mmmmm ‘

agency invites the submission of
comments and additional data -
sup, the safe use of these -~ -
ingredients by individuals with a -
history of heavy alcohol use or almse

VL. The Agency'a Proposal

. Current data and ln.t'onnation indicate
" that individuals with'a history of heavy

alcohiol use or abuse have an increased
sensitivity to the hepatotoxic effects of

acetaminophen. Currently available data
" on the use of OTC internal analgesic/ -

antipyretic drug products containing
aspirin, irin calcium, choline .
salicylate, 1bupmfen. ltetoprofen.
naproxen sodium, magnesium . ..
salicylate, and sodium salicylate raise

“thelogical concera that these OTC

products pose an increased " -k of G
bleeding to these individuals (i.e., . .
individuals with a history of heavy
alcohol use or abuse). However, the -

- available data are not sufficient to assass

the magpltude of this risk. Therafore, .
the agency is proposing that all OTC"
internal analgesic/antipyretic drug
products and any combination product
containing one of these ingredients
labeled for adult use, whether marketed
pursuant to an OTC drug xnonogmg‘llxlgr

. an NDA, bearanalcoholwarmng

proposal follows the agency's
Committees’ (NDAC and ADAC)

recommendations for such & warning on

OTC internal analgesic/antipyretic drug
products containing acetaminophen; .

. this warning would avoid

-awareness of a )
.betweenalcoho and OTC internal .

. theagancyhasap
andnapmxenac:gium.

containing acetaminophen
- voluntary lmplementation

‘OTC

aspirln, ibuprofen. ke(opmﬁen, end
naproxen sodfum. -

A comment submitted in raaponsa o
NDAC’s recommendation ﬁor an alcohol ..
‘products advised that all OTC intsinal . -~
analgesic/antipyretic drug products..
should bear a common alcohol -

The comment proposed the following

o . warning: “Use of certain medicines with _.

alo:::lloancauaaadfuvemeﬁects. ..
Consult a physician for appropriate use.
of this or other pain relievers f every -
day you consume excassive amounts of - .
alcohol.” The comment th::l
consumer confusion that could result .. .
from a more-dstailed, ingredient-
specific warning. The comment ©~ - *
- mentioned the following advantages.of :
thiswaming.(l)ltseduutiomlnam:a
i.e., the warning heightens consumer -
interaction’ )
dmgpmducts and '
{z)ithalpaoonsumanto R
. that they simply cannot switch to -
- another OTGC internal analgesic/ -
antipyreticdrugproducttoavoidthil

Underthenawdmg provalp:ocau, )
the marketing -

of OTC anﬁpymﬁc

warning was included in the mducta
approved labeling (Refs. 134, 135, and.
136): “ALCOHOL WARNING: If you -
generally consume 3 or more-alcohol- .- -
containing drinks per day, you should -
consult your physzician for advice on
when and how you-should take [product
name] and other paln relievers.” :
Subsequently, this warning was
mcludedinthea provedlabellngofan
OTG axtended re drug product - '
f..136). In
ussted- the
this
analgesic/

April of 1996, the agency
alcohol warning on all OTC

- ‘antipyretic drug products (Réf. 138).

This request was based on # lack of
uniformity in the use of an alcohol
warning and the resultant consumer.
confusion.

In the Federal Reglster of Febmary
27 1997 (62 FR 9024), the agency . :
pubhshed a proposed rule to establuh a
standardlze& format for the labeling of
During the agency's .
evaluation of data relating ta consumers’ -
perception of label warnings it became-
clear that more specific information
heightons the effoctiveness of risk .
communication (Ref. 139). Therefore,
the agency is concerned about the
effectivaness of the general alcohol -
warning currently used and is proposing .
more specific alcohol warnings.
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The warnings being proposed are
similar to that suggested by the .
comment but contain more specific

' information. The warnings specify *3 or
more” instead of the general term -

" “excessive.” The agen:

R speciﬁc number of

has included a
‘in the
to help consumers identify a
level of alcohol consumption that may
increase their risk from the use of OTC

internal enalgesic/antipyretic drug

. products. However; the age:

ncy -

acknowledges that the data arenot -
sufficient to clearly identify a level of
alcohol consumption that increases the
risk of OT® internal analgesic/ ’
anﬁp&t:ﬂc .drug use.. ’

d wamjngs the agency
has lncludegosloevel of alcohol .

. consumption that is oonsistent with
- limitations on.daily intake . o
. recommended by

AHA (Rsf. 124) -
and by theDlefnry Guidelines for

,Amarioansdavelopedb the U.S.

ts of Agriculture and Health
‘Human Services (Ref.125). The

" . AHA recommends that men and women

limit alcohol intake to 1 ozofalcohol
day and defines this ainount as - -

g:lrlows (1) 2 oz of 100-proof whiskey,

{2) 3.0z.of 80-proof whiskey, (3) 8 oz of

- wine, or(4) 24 oz of beer, The Dietary

Guidelines recommend no more than
twodﬁnhperdayformenmdoge

ﬁ day for women. The
definé one drink as follows:

. f“)’u oz of regular bear, (2)' oz of
“wins, or (3) 1.5 oz of 80-proof distilled

spirits. Ths agency believes that the -
number of drlnks included inthe -~ -
 ‘are consistent with
these recommendations. However, the
agency invites comment onthe - -
warnings specifying “3 or
miore alcoholic beverages daily.” - -

In addition, the- warnings bemg
proposed.include 'organ

. information. When NDAC discussed a
_warning for acetaminophen, it -

recommended that product labeling
refer specifically to possible damage to
the liver. However, when the - ™ .
Commiittees considered the need for an

. alcohol warning for other OTC internal

c/antipyretic drug products
{e.g., aspirin), they were unable to reach
a consensus on whether the warning
should be general or should specify
bleeding or GI effacts. Based on its
recent experience with OTC consumer -
labeling, the agency has concluded that
warnings containing more specific
information are more effective.
Therefore, the agency is proposing that

- OTC analgesic/antipyretic drug

fa roducts containing acetaminophen,
beled for adult use, should bear the
following : “Alcohol Warning”
[heading in boldface type}l: “If you drink

3 or more alcoholic beverages daily, ask
our doctor whether you should take -
{insert product name] or other pain
relievers. [Product name] may increase
your risk of liver damage.” For OTC -

_analgesic/antipyretic drug products-

containing other OTC active ingredients,
i.e., aspirin, carbaspirin calcium, -
choline salicylate, ibuprofen,
ketoprofen naproxen sodium, . ..
magnssium salicylate, and sodivm - -
salicylate, labeled for adult use; the -
agency is proposing the following
waming: “Alcohol Warning” [heading ::
in boldface type}: “If you drmk Sor
more alcoholic beverages tale ‘ask your
doctor whether you should

roduct name] or other pain relievers.
ﬁ’mduct name] may increase your. nsk
of stomach bleeding.” The agency.is .’
proposing that OTC analgesic/ T
antipyretic drug products containing
acetaminophen in combinntion with any
other OTC

‘ingredient, for adult use, should

.bear the following “Alcohol
Warning” [headingwl;rll)ﬂolllg{nm typel: I
youdﬂnkSormomalcohohcbeveruges ‘

daily, ask your doctor whether you .-
should take [insert product naie} or
other pain relievers. [Product name] . -
mag' increase your risk of liver damage
stomach bleeding.” However, the-
agency invites comment on the abive
organ-specific alcohol warnings )
VIL Voluntary Implementation - .
‘The agency acknowledges that these
proposed alcohol warhings resemt a
significant change fmm the la ’
required for OTC analgesiclantipyretic
new drug products approved sincé
naproxen sedium. Thereforé, holders of
approved applications for OTC internal

analgesic/antipyretic drug products will -

‘not be required to implement the. -
proposed w at this time. .-
However, Holders of approved - > -
applications for these drug products -
ma implement the proposed warning
out advance apr~-val from FDA

. provided the warning ‘ncludes at least

the information in proposed § 201.322:
A supplement must be submitted under
§314.70(c) (21 CFR 314.70(c)) in order .
to provide for the implementation of
such labeling. The supplement and its
mailing cover should be clearly marked:
“Special Supplement—Changes Being
Effected.”

Voluntary compliance with these
proposed watnings is subject to the
possibility that FDA may change the
wording of the statement, or not mquire
the statement, as a result of comments
filed in resyonse to this proposal.
Because FDA wishes to encourage the
voluntary use of the proposed labeling
statements, the agency advises that

" 12866 directs

[insert ]

'aaignlﬂu:zztim

- private sector of $100

manufacturers wxll beg glvon amplo time

. after publication of a‘final rule touse up ‘
" anylabeling implemented in " -

conformance with this pmpoaal.
VIIL Analysu of lmpach

FDA hés exarhined the 1mpm: of the
proposed rule under Exscutive Order’

- 12866 and the Regulatory Flexibility / Act

{5 U.S.C. 601-612). Executive Order

ben all:;lm - oosts
and benefits of av e '
alternatives and, when regtﬂnﬂonmguhmr{s
neoeasaly ‘to select regulatory .

that maximize net beneﬁlx

(mcludmg potential economic, °
environmental, public health nnd safety.
and other ad ; distributive .. -
impacts; and-equi ).Undarthe SRR

number of

mpodnganymlethatmaymxltinm
expenditure by State, local, andlrlbal
governments, in the te, or by the
ually for inflation) on(n
ann r n) in an
The 4 believes tha t{hm

proposed rule js-consistent with the
principles set out in the Exacutive Order
and in these two statutes. The purpose
of this proposed rule is to add a wamning
statement to the ofO‘I'C drug-.-
products labeled for adult use . :
containing fiternal analgesiclanhpyretic
active ingredients. The warning -

_ statement concerns theincreasedriskof

ndverse:lfﬁacts from the use of OTC -
anti] c ucts-b
Indicicusls with a issony o hosvy.
alcohol use or abuse. Potential benefits
include a reduced risk of adverse effocts
when these consumers use thase
products.

This proposed rule amends Suhp
C—Labeling Requirements of Over-the--
Counter Drugs of 21 CFR part 201 and -

relabeling for many OTC
annf ‘products containing internal
1c/ant1pyretic active ingredients.
The agency’s Drug Listing System
identifies approximately 600 s
manufacturers and distributors of 5,000
to 6,000 OTC analgesic/antipyretic drug
roducts with dn average of 3 stock -
ping units (SKU) (individual
products, packages, and sizes) per '
product. It is also likely that there are
some additional marketers and products
that are not currently included in the
agency’s system. Nonetheless, the
agency estimates that there are a total of
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600 manufacturors and di.stributors and

" ' an estimated 18,000 SKU's. -

 has been informed that
relabe costs of this type generally
average about $2,000 to $3,000 per SKU.
Assuming that there are &emximately
18,000 affected SKU’s in
marketplace, total one-time costs of -
relabeling WOula be $36 to $48 million.
. Howaever, the agency beligves that the
actual costs may be lowgr because the
. ‘agericy is allo supplementary
labeling.(e.g., stick on labeling) tnbe
used for products not undergoing a: new-
labeling printing within the 6-month -
implementation ‘périod. The agency
solicits comments on whether these
esdmatsa are accurate and whether. *
there are other effacts that the agency
. should consider (e.g., the cost tq -
" manufacturers due to the.effect on salas
- ‘because of the decreased use of these -
products; or the im i i
‘who take these p ‘ '
mhylacﬁmlly for oondiﬁons sud1 s
aflments

R W"“"‘:“Jé‘éﬂm“‘“
any naw ing
attivities. Therefore, no additional -
professional skills are needed. There are
no other Federal rules that duphcate
overlap, or confli¢t with the.
rule. agency does not beli eve that

~there are any’ alternatives to

¢ that would adequately”
pmvids for the gafe and effgctiva use. of
OTC drug products con
‘analgesic/antipyretic active ing;mdients
This proposed rule inay have.a
significant economic impéct an'some.

- small entities. The labeling of some of

the affected products is prepared by

private label maniifacturers for small -
marksters. Consus data provide -

ataﬂsﬁes on the total .

Thee

aggregats indus
-number of mani
Standardized Industiial Classiﬂoation

Code 2384 Pharmaceutical Preparations
by establishment size, but donot -
distiriguish between manfacturem of
prescription and OTC d roducts.
According to the U.S. S Business
Administration (SBA) designations for
this industry, Kowever, over 92 percent
‘'of the roughly 700 establishments and
.over 87 percent of the 650 firms are
small. (Because census size categories
‘do not correspond to the SBA -
designation of 750 'employees, these
figuresare based on 500 employees.
An analysis of IMS Ame ca 1yls

for manufacturers of OTC products
found that from 46 to 69 percent of the
400 listed firms are small using the SBA
definition of 750 employées. The
agency’s Drug Listing System indicates
*hat about 600 marketers will need to
:elabel. Thus, the agency believes that
many of the manufacturers affected by

_ anupymticdmgactive ingredients. - -

Vpropowd rule is not economically” )
significarit under Executive Order 12886

this proposal would be small. Further, -

some entities, such as those pnvnte L
- label manufacturers that provide ~ |
" labeling for a number of the affected -

products may also incur a slgnlﬁcant .
impact. However, the has

period and ‘the use of supplemantary
labeling (e.g., stick-on labeling) in an -
attempt to minimize the economic.
impact of the proposed regulation. The

believes that these measures .

should help reduce mlabeling costs: for o

small entities. .

- The aéency considered but m)ected
the following alternatives: (1) Voluntnry
relabeling, and (2).a longer - -
implementation period. However, tha :
agency does not'c unsider either of thiese -
approaches acceptable because they do
not ensure that consumers will have the
most recent needed information for tlm
safe and effective use of OTC drug .
products containing internal nnalgeslc/

This nnalysis shows that this’

and that the agency has undertaken. .

important steps to reduce the butden of :
- . small entities. Nevertheless, soime - - -

«entities, especially those private label
manufacturers that provide labeling 1 for
a number of the affectad products, may
incur significint impacts. Thus, this
ecanomic analysis, together with other
relevant sections of this document, - -
serves as the agency's initial mgulntory
flexibility analysis, as required under - -
the Regulatory Fle)dbility Act/Finally,
this analysis shiows that the Unfu.nded .
Mandates Act doés not. apply to the
proposed rule because it would not
result in an expenditure by State, local
or tribal governments, in the aggregate,

. or by the private sector, of $100 million

in any 1 year. .

The agenicy invites public comment
regarding any substantial or significant .
economic impact that this rulemaking
would have on manufacturers of drug
products that contain OTC infernal
analgesic/antipyretic active ingredients,
Comments regarding the impact of this" -
rul on these drug products ..
should be accompanied by appropriate_
documentation. A period of 75 days -
from the date of publication of this -
proposed rulemaking in the Federal
Register will be provided for comments
on this subject to be developed and
submittdd. The agency will evaluate any
comments and supporting data that are
received and will reassess the economic
impact of this rulemaking in the
preamble to the final rule.

. Office of
. " because it does not constitute'a- -
allowed for a 6-month implementation o

-themcipmntﬁorthepurposeof

‘ . agency’s économic i

B Denmson.H.)

‘ lx.hpdimrkxoducumhctonms

FDA tentatively concludes that the .-
labeling requirement proposed in this
document is not subject to review. by tha
Mariagement and Budget

“collection of information” inder ihe“»--' L
'Paperwork Reduction-Act of 1995 (44 ,
U.S.C. 3501 et seq.). Rather, the =~
proposed warning statement is a “public .
disclosure of information orlginall)r '
supplied by the Federal govemment to

disclosure to the
1320.3(c)(2)).
X. Environmental Implct

" Thea has determined underz1
C'FR25.2§(c 6) that this action is.of a -
type.that does not individually or - -

'(SCFR

'cumulaﬁvelyhavoaﬁ@ﬂﬂ:nnteffecton '

the human environment. Therefore,

neithernnonvimnmenhlaueumem :

noranenvmmmemnlim shte;nent

israquired. Pﬂﬁ
3 uXI.PubllcCommt

Interested persans may. on orbefote
_ January 28, 1998, submit to the Docketg
Management Branch (address ibove) -
this"

" determination maybe mbmutad onor,
- before January 28, 1998. Three coplaa of
all comments are to be submittad, -

- except that individuals may submit one-
- copy. Comnments are to be identified’

with the docket number found in
brackets in the heading of this

. document aznd may be accompdnied by |

a supporting memorandum or brief. .
ved comments maybeseeninthe

.ofﬁceabuvebetweenga.m.nnd4p.m., :
- Monday thirough Friday. .

")ﬂl.Rsfenmm

" The following refetenees have been

- placed on display in the Dockets_
:Management Branch {address above)

and may be seen by interested ] ns. -

'betwaenga.m.and4pm Monuay
- through Friday. -
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List of Subjects in 21 CFR Part 201
Drugs, Labeling, Reporting and
recordkeeping requirements.

Therefore, under the Federal Food,
Drug, and Cosmetic Act and under

. choline salicylate, ibuprofen,
o ketoprofen, magnesium salicylate,

" more alcoholic

: authority delegated to the. Commlsswner

of Food and Drugs, it is proposed that
21 CFR part 201 be amended as follows::

PART 201-—LABELING

1. The authonty cxtatlon for 21 CFR
part 201 continues to read as follows:

Authority' 21 U.S.C. 321,331,351,352, - '

353, 355, 358, 357, 358, 360, 360b,
360ss, 371, 374, 3790. 42 U.S.C. 216. 241.

'262, 264.

2. New §201.322 is added to subpart

_. Gto mad as follows
§201.322 o\m-mo-eounwmlg produch '

containing internal andgnldanﬁpyroﬂ
active lngrod_um; nqulnd doohol
wamlng.

(a) Poopla who re
large quantitiss of alcoh.. have an
increased risk of adverse effects -

(posslble liver -
%wm toyuis -

‘ alcoholmeotalmsetoconsulta .
' physlcian about the use of these

products. Accardingly, any OTC drug
pmduct. labeled for adult use,
‘containing internal antlpyretic
active ingredients (including, but not .
limited to, acetaminophen, aspirin,

. carbaspirin calcium, choline salicylate,

ibuprofen, ketoprofen, magnesium
salicylate, naproxen sodium, and : _
sodlnm salicylate).shall bear an alcohol
warnitig statement in fts labellng as :
follows ‘ .

) Aoetaminophen “Alcohol

Warning” [heading in boldface type]: “If -

you drink 8 or more alcoholic beverages

.dally, ask your doctor whether you

should take {insert product nams) or

other pain relievers. [Product name}

may increase your risk of liver damage.’
(2) Aspirin, carbaspirin caIcmm.

al}x, i sodium, and sodium
icyla

te. “Alcohol Warning™ [head.mg )

in boldface type): “If you drink 3 or .
daily, ask your
doctor whether you should take [insert
product name] or other pain relievers.
[Product name] may i lncrease your risk

-of stomach bleedi

{3) Combinations of acetaminophen
with other analgesic/antipyretic active
ingredients listed in § 201.322(a)(2).
“Alcohol Warning” [heading in boldface
typel: “If you drink 3 or more.alcoholic -
beverages daily, ask your doctor
whether you should take {insert product

rly consume .

e
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Law and Order on lndian Resorvatlons,
Correction

AGENCY: Bumau of Indian Aﬁairs
Interior, .

ACTION; Con'ection to proposed
regulations, .. -

. Courts of Indian Offenses act as tribal -

SUMMARY: This document contains
corrections to th

sodregulahons. _
" which waere. ubﬁeg;\'iday. Julys, -

, 1996 (61.FR 35158) and corrections to
the proposed regulations which were
published Wednesday, February 26,
1997 (62 FR 8665). The proposed rule
amends regulations goveming Courts of
Indian Offenses.

DATES: Comments must be received on
_or before December 15, 1997.
ADDRESSES: Comments are to be mailed
to Bettle Rushing, Office of Tribal
Services, Bureau of Indian Affairs, 1849
C Street, NW, MS 4641-—MIB
Washington, DC 20240; or,- ‘hand
delivered to Room 4641 at the same
address. :

Ind. App., Tonkawa, Mar: 5, 1993) (CFR -
court is a “federall administmd Aribal ©
court”); Ponca mz:lb‘lecuon Board v.
Snake, 17 Indian L. Rep. 6085, 6088 (Ct.
Ind. App., Poncd, Nov. 10, 1988) (“The

courts since they are exercising the
sovereign authonty of the tribe for
which the court sits.”). Such exercise of

" inherent sovereignty and the

establishment of tribal courts shall
comply with the requu'aments in 25
CFR 11.100(c).
Need for Correction e

As published, the proposed rule and
the correction to the proposed rule
contain errors which may prove to be

misleading and are in need of

clarification.

Correction of Publication
Accordingly, the publication on July

5, 1996 (61 FR 35158), of the proposed

regulations, which were the subject of

FR Doc. 96-16039, and the publication
of February 26, 1997 (62 FR- 8664)
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name] or other pain mhevers. (Product FOR FURTHER INFORMAHON CONTACT: ..~ . comu:tions tothe p; ‘regulatioris,
name] may increase: yourrisk of liver. .  Bettie Rushing, Bureau of Indian Aﬁfam which werg the of FR: Doc. 97- ..
e and stomach bl . {202)208-4400. - . 4686, moorrectedosfollows. RS
uirerents to sup, ement :
approvi?:l application. Holders of . SUPPLEMENTARY 1NFOHMATIOH:‘ §11.100 M
: approved applications-for OTC Bnckgronnd T In the Federal' W iuly

. products-that-containinternal: anal 'I'heproposod rule that is the subject 5, 1996 on page 35159, and corrected: on -
: anﬁpyretu:::hve weﬂfsfthat are . of these carrections supersedes 25 CFR - ggsmi;yszﬁ :gg’ on 199;11 (‘S"@
subject to the requirements o paragraph . * 11.100(a) and affects those tribes that - ¢ P“fmm

(a) oilthis 800::!; lmgs'- subm(i:) fibis ‘have exercised their mhetrﬁnt : £ .. corrected to read:
supp.ements-under-§ 314.70{c) o! " sovere .remov. 0 names.of 100 Where Courts of ladlan._ L
chﬁs tolncludatherequiredwamjng mosemgimm&gofm mm&, . ;.
: pmdua’ -Such labelmg - Indian Offenises. - ) (ﬂ) Unless hldi Gﬂﬁﬂd OthBMSE in thig -
may be put into use: outadvanee The Assistant -lndian Paﬂ-ﬂlﬂ i Iomm apph
approval of FDA provided itincludes at'  Affairs, or her designes; asmcewed‘  to the Indian country dag:::d ip;xplys '
least the ation includedin - law and ardertode adepted by:the ~ "~ CUS.C. 1151) occu led bythe & ﬂ
paragraph (a).of this section, - i Confederated Tribes of the Goshiite .- listod below: P
(c) An dmgproductsubjecttothxs ResarvauonofNevada‘lnamdance ()Red L l B lofC‘ni <
- section t{at is not labeled as required .  with their constitutions ard by-laws. and pe -I T ppew
- and that {s initially inroduced.or - - gmvedhy&eappmpﬂatebux&u *(2) Te-Moal Bandofw Sters

initially delivered for introduction. into : Semmy*lndmn.  Shoshoas Indians (Nevada). -
inta:stntecommemeaftar(dates *" Affdirs recognizes that this:court was (3) Yomba Shogt 'l‘ribo(!l ”
monthsafter..~ .« i~ established in accordance with the: -- (4) Kootet i'l‘rlbgllll’
date.of publication oftheﬁnal rulain + - tribe’s.constitutions and by-laws.- Also. ) Bay Wd'h")‘f** S
the. dir.d-.x f) ﬁm& the list of Courts ﬁ?&nmm (w 3““‘“’)"‘“ Y
undsr section 5020 - bean corrected to tribes ir

‘Dmg,nndComechctandissubject - inadvertently omitted from the- (6’mc“m, dofdmmhelndim
ta regulatory actioh. conwtinnandtoreﬂecﬂhedodaionof (7]Ulull tal Ulaa'l‘rihe ) ;

* Dated: August 20 “97 . the Court in Fletcherv. UmtadSbates " (Colorado); .- '~ ; IR
i - No..95-5208 (10th Cir. Dec. June- 10, ¢
William B. Schultz, v St (s)QuechanIndianTrlha(Aﬂmna)
1997, reh. den. Aug. 18, 1997). -
Deputy Commtssionerforl’ollcy Inclusion in §11:100, Where.are. - .- (éXcépt resident merbers).

. [FR Doc. 97-80035 Filed 11—13—91; 8:45aml . Courts of Indian Offenses mwsbedy (9) Hoopa Valley Tribe, Yurok Tribe.
_mm«n.m-p L does not defeatthsinhqrentmmignty " and Cout,indhnCommunity of = .
o of a tribe torestablish tribal courts and - Célifornia (Califoraia jurisdiction .

' exercise jurisdiction’under tribal law. - to Wﬁshms"suhﬁonﬂ
DEPARTMENT OF. 'n-n=. INTERIOR Tillettv. Lujari, 931 F.2d 638, 640 (10th (10} ““m“ Area (includes -~ .-
Bureau of lndlan Affairs chmctem“ of an agency ofthe . " State of Louisiana which.pccupy Indim
25 GFR Pari: 1 SN federal government” but they “also - cmmtry and which accept the-

1 function as tribal courts”); Combrink v. * 8Pplication of this-part); .vafded, that -
RIN 1076-AD76 Allen, 20 Indian L. Rep. 6029, 6030 (Ct. . this part shall not apply to any*-

" Louisiana tribe other than the Couslmtta

Ttibonnhlnotmeofsucha lication r

"has been. pubhshod in the I"ederal

(1 1) For the followmg tribes lodated fn
the former Oklahoma" Temtory .

" (OKlahoma):

(i) Absentee Shawnee Tnbe of Indmns
of Oklahoma. .

- (ii) Apache Tribe of Oklahoma.

. {iii) Caddo Tribe of Oklahoma.

_(iv) Chieyenne-Arapaho Tribe of

oma. -

(v) Citizen Band of Potawatomi
‘Indians of Oklahoma

(vi) Comanche Tribe of Oklahoma

(Except Comanche Children's Court).

(vii) Delaware Tribe of Western
Oklahoma. ~ - -

(viii) Fort Sill Apacha Tribe of
Oklahoma,

(ix) Iowa Tribe of Oklahoma. .

(x) Kaw Tribe of Oklahoma,

(xd) Kickapoo Tribe of Oklahoma.

(xdi) Kiowa Tribe of Oklahoma.

(xiii) Otoe-Missouria Tribe of
Oklahoma. .
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